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improvement in net income from 2003

B We create solutions that redefine
8 the early detection and clinical
. management of cancer.
o ol o o 1Y Corporate Profile: TriPath Imaging, Inc.,
"} i headquartered in Burlington, North Carolina,
" develops, manufactures, markets and sells propri-
5 E - etary products for cancer detection, diagnosis,
i E i staging and treatment selection. Our revenues are
primarily generated today from the sale of our
SurePath™ liquid-based Pap test and other cervi-
cal cytology screening products. Our broad‘ba’sed
gene discovery program was created to develop
(! o s oed Y
S{;gss Margin new molecular diagnostic products for the early
detection and clinical management of malignant
§ melanoma and cancers of the cervix, breast, ovary
s
gg g g o and prostate. Our molecular diagnostic products
® 0%

are at various stages of development. We do expect

to generate revenues from some of these reagents

and instruments in 2005. We believe that sales

- related to these products may significantly impact
Earnings/(Loss)
Per Share our growth in 2006 and beyond.




Selected Consolidated Financial Data®™

Statement of Operating Data vears ended December 31 2000 2001 2002 2003 2004
(In thousands, except per share data)

Revenues $ 32,652 $ 27,017 $ 37,485 $53,764 $68,504
Gross profit 16,529 13,921 22,563 35,387 47,274
Research and development @ . 9,629 7,828 10,259 14,295 15,162
Selling, general and administrative 23,867 28,777 30,786 30,011 31,778
Operating income/(loss) (16,967) (22,684) (18,482) (8.919) 334
Net income/(loss) $(17,369) $(21,680) $(18,064) $(8,538) $ 605
Earnings/(loss) per share (diluted) ® $ (0.60) $ (0.61) $ (0.48) $ (0.23) $ .02
VVeighted-average shares outstanding (diluted) 29,137 35467 37,438 37.626 39,151
Balance Sheet Data as of December 31 2000 2001 2002 2003 2004
(in thousands)

Cash, cash equivalents and short-term investments $ 54,340 $ 55,976 $ 32,571 $20,954 $18,949
Working capital 62,316 62,898 38,837 33,446 35,909
Total assets 97,471 96,748 73,951 65,928 67,534
Long-term obligations 3,760 5,001 220 8 -
Total stockholders’ equity $ 80,774 $ 77,291 $ 59,177 $52,371 $58,546

{)) The selected consolidated financial data presented above should be read in conjunction with
Item 7 — *Management’s Discussion and Analysis of Financial Condition and Resules of
Operations” and our consolidated financial statements and related notes thereto, each of which
are included in our Annual Report on Form 10-K for the year ended December 31, 2004.

(2) Includes regulatory expenses.

(3) See Note 2 of Notes to our consclidated finandal statements for information concerning the
compurtation of earnings/(loss) per share and shares used in computing earnings/(loss) per share.
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Paul

. Sohmer, M.D.

To Our Shareholders: | am pleased to
report that we achieved both of our overriding
objectives for 2004: 1) to drive our company to
profitability, and 2) to create multiple pathways
for growth in 2005 and beyond.

Our financial results were outstanding.

2004 was the first profitable year in our
history, with eamings per share of $0.02, reflecting
a $9.1 million improvement in net income from
2003. We grew our revenues by 27%, primarily as
a result of a 35% increase in revenues generated
from the worldwide sales of SurePath reagents
and disposables. Gross profit grew nearly 34% as
we maintained a gross margin on incremental
revenues in excess of 80%. Our commercial oper-
ations segment generated operating income in
excess of $14.7 million, an $11.1 million increase
from 2003. We reported our first three profitable
quarters, our first two cash flow positive quarters
and a nearly 83% reduction in our cash burn for
the year as compared to 2003. Our financial per-
formance was clearly driven by our continued
revenue growth and aggressive management of

our manufacturing and operating expenses.

gross
inecremental

While our financial results are striking, we
believe that our most significant accomplish-
ments were those that define our pathways for
growth in 2005 and beyond.

We began to penetrate the large commer-
cial laboratory segment in the U.S., a market
segment to which we had only limited access in
the past. After signing multi-year agreements
with Quest Diagnostics, Laboratory Corporation
of America, and LabOne over the last 18
months, our SurePath sales to large commercial
laboratories increased 92% from 2003 and
accounted for approximately 24% of all SurePath
cervical cytology test kits sold in the U.S. as
compared to 16% in 2003.

We initiated expansion of our U.S.-based
sales force to leverage the opportunity for growth
created by our growing relationship with the
large commercial laboratories and to meet the
challenge associated with expanding our cervical
cytology business in this heavily contested
market segment while maintaining and growing
our business within our traditional customer
base. When we complete this expansion in the
first half of 2005, we will have nearly doubled
the number of our sales representatives who call
on clinicians.

We continued to gain momentum outside
the U.S. Our international sales grew 32% from

2003. We continued to penetrate new markets,

margin on

revenues




We reported our first three
profitable quarters,and our first

two cash flow positive quarters.

We began to penetrate the
large commercial laboratory
segment in the US, a
market segment to which

we had only limited access

in the past.



reduction

including the U.K., where we have signed five
multi-year SurePath contracts, and to consoli-
date our leadership position in others, such as
Canada. Qur fastest growing market was Asia,
where sales grew 63% from 2003.

We continued to enhance our cervical
cytology products. We received FDA approval for
expanded claims for our SurePath liquid based
Pap test to include the spatula and brush combi-
nation as an alternative to the cervical broom
collection device, and pre-coated slides for pro-
cessing by our PrepStain™ slide processor. We
submitted Premarket Approval Supplement
applications to the FDA for our FocalPoint™ GS
Imaging System and for human papillomavirus
(HPV) testing of cells collected using the
SurePath test pack with the Digene hc2
High-Risk HPV DNA Test™. After having
withdrawn our HPV submission, we are currently
in discussions with the FDA regarding additional
data and/or information that they may require,
with the goal of resubmission at the earliest
possible date.

We began to fill our product pipeline with
our molecular diagnostic reagents and imaging
systems as data generated from in-house research
studies provided early-stage evidence of the

validity of our biomarker discovery process.

1

n ¢cash burn

Qur PrecEx C and ProEx Br analyte specific
reagents (ASRs), which incorporate molecular
biomarkers that measure the over-expression of
certain proteins that are associated with the
development of cancer, are scheduled to be
released in the U.S. in the first half of 2005. We
expect to launch our slide-based cervical and
breast cancer staging assays and our molecular
cytology imaging system outside the U.S. in the
second quarter of 2005 following receipt of the
relevant international regulatory approvals. We
also plan on releasing our blood-based ovarian
cancer screening reagents for research use only
(RUOQO) in the latter half of 2005. We anticipate
initiating clinical trials to collect data that could
support applications for pre-market approval for
our slide-based breast staging and cervical screen-
ing assays in the latter half of 2005 and are hope-
ful that these assays can be launched in the U.S. in
the latter half of 2006 and in 2007, respectively.
We continued to develop significant corpo-
rate relationships. We entered into a worldwide
agreement with Ventana Medical Systems, Inc.
(Ventana) pursuant to which Ventana has agreed
to sell a Ventana-branded version of our interac-
tive histology imaging system which quantifies
molecular biomarkers in histologic tissue sec-
tions. We expect that Ventana will launch this
product in the second quarter of 2005, pending
FDA 510(K) premarket clearance for processing
of their estrogen and progesterone assays on the
system. Our agreement with Ventana provides for
potential capital equipment and fee-per-use
revenues beginning in 2005. Ventana's success

will also ensure that an installed base of our




molecular imaging systems is in place, along with
a battery of complementary assays from Ventana,
in advance of the introduction of our slide-based
breast staging assay.

The strength of our performance in 2005
will be measured by the extent to which we are
successful in leveraging these opportunities for
growth while continuing to balance the costs
associated with effective research, development,
marketing and selling programs with revenue
growth. We expect that our growth in 2005 will
again be driven by the sale of SurePath reagents
and disposables and will primarily result from
accelerated penetration of the large commercial
laboratory segment in the U.S., expansion of our
sales force in the U.S. and accelerated market
penetration outside the U.S. While our molecu-
lar diagnostic products did not materially impact
revenues in 2004, we do expect to generate rev-
enues from some of these reagents and instru-
ments in 2005. We believe that these revenues
will result from the initial market introduction of
our ProEx C and ProEx Br ASRs in the U.S,,
introduction of our staging reagents and molecu-
lar cytology imaging system outside the U.S,,
and the anticipated launch of the Ventana-

branded version of our interactive histology

imaging system.

Our performance in 2004
highlights the remarkable
progress that we have made

over the last five years.

Looking beyond 2005, we continue to
believe that sales related to our molecular
diagnostic reagents and imaging systems may
significantly impact our growth in 2006 and
beyond. Future sales of our molecular diagnostic
products will be driven, in part, by a number of
events and milestones that we expect to occur in
2005, including the presentation and publication
of data generated from in-house and external
research studies on the performance of our cervi-
cal and breast staging assays, completion of the
development of our cervical screening assay and
molecular imaging system, initiation of clinical
trials of our cervical screening and breast staging
assays, the release of RUO reagents for ovarian
cancer screening and identification of a high-
volume testing platform for our blood-based
screening assays.

QOur performance in 2004 highlights the
remarkable progress that we have made over the
last five years and demonstrates that we have the
vision, the plan, and the discipline to get the job
done. We have great expectations for 2005.

As always, we greatly appreciate the ongo-
ing support of our shareholders, customers and

employees. Thank you very much.

e

Paul R. Sohmer, M.D.
Chairman of the Board, President,
and Chief Executive Officer



Consolidated Balance Sheets

December 31
(In thousands, except:share and per share amounts)

ASSETS
Current assets:;
Cash and cash equivalents
Accounts and notes receivable, net
Inventory, net
Other current assets
Total current assets

Customer use assets, net
Property and equipment, net
Other assets
Patents, less accumulated amortization of $3,752 and $3,085
at December 31, 2004 and 2003, respectively
Other intangible assets, less accumulated amortization of
$1,229 and $1,066 at December 31, 2004 and 2003, respectively
Total assets

LIABILITIES AND STOCKHOLDERS' EQUITY
Current liabilities:
Accounts payable
Accrued expenses
Deferred revenue and customer deposits
Deferred research and development funding
Current portion of debt
Total current liabilities

Long-term debt, less current portion

Stockholders’ equity:
Preferred stock, $0.01 par value; 1,000,000 shares
authorized; none issued and outstanding
Common stock, $0.01 par value;
98,000,000 shares authorized; 38,127,501 and 37,855,967
shares issued and outstanding at December 31, 2004
and 2003, respectively
Additional paid-in capital
Deferred compensation
Accumulated deficit
Accumulated other comprehensive income
Total stockholders’ equity
Total liabilities and stockholders’ equity

See Notes to Consolidated Financial Statements in the Company’s
Annudl Report on Form 10K for the year ended December 31, 2004

2004 2003
$ 18,949 $ 20954
13,643 13,650
10,723 10,896
1,582 1,495
44,897 46,995
7,688 6,634
3,290 3418
3,777 488
5,792 6,459
2,090 1,934

$ 67,534 $ 65,928
$ 3,668 $ 4425
3,750 7,378
1,851 1,499

- 207

19 40

8,988 13,549

- 8

381 379
290,114 285,035
(1) (52)
(232,418) (233,020)
477 29
58,546 52,371
$ 67,534 $ 65,928




Consolidated Statements of Operations

Years Ended December 31

(In thousands, except share and per share amounts)

Revenues
Cost of revenues
Gross profit

Operating expenses:
Research and development
Regulatory

Sales and marketing
General and administrative

Operating income/(loss)
Interest income

Interest expense

Net income/(loss)

Earnings/(loss) per common share (basic and diluted)

See Notes to Consolidated Financial Statements in the Company’s
Annual Report on Form 10-K for the year ended December 31, 2004

2004 2003 2002
$68,504 $53,764 $ 37,485
21,230 18,377 14,922
47,274 35,387 22,563
11,280 8,861 7,534
3,882 5,434 2,725
18,640 18,324 19,850
13,138 11,687 10,936
46,940 44,306 41,045
334 8919 (18,482)
289 413 969
(18) (32) (551
$ 605 $(8,538) $(18,064)
$ 0.02 $ (0.23) $ (0.48)




Consolidated Statements of Cash Flows

Years Ended December 31

(in thousands, except share and per share amounts) 2004 2003 2002
OPERATING ACTIVITIES
Net income/(loss) $ 605 $ (8,538) $(18,064)

Adjustments to reconcile net loss to net cash used
in operating activities:

Depreciation 4,097 3,539 3,044
Amortization of intangible assets 830 817 817
Amortization of deferred compensation i 26 39
Non-cash equity compensation - 49 -
Amortization of non-cash sales discount 519 - -
Amortization of deferred research and development (207) (2,479) (2,479)
Amortization of non-cash debt issuance costs - - 225
Loss (Gain) on disposal of fixed assets 24 13 (3)
Other non-cash items - - 885
Changes in operating assets and liabilities:
Accounts receivable 199 (4.183) 233
Inventory (3,503) (3,122) (3.005)
Other current assets 702 (1,01t) 603
Other long-term: assets (692) 443 (28)
Accounts payable and accrued expenses (4,521) 3,927 (767)
Deferred revenue and customer deposits 46 395 373
Other current liabilities - (2.410) -
Net cash used in operating activities (1,900) (12,534) (18,127)
INVESTING ACTIVITIES
Purchases of property and equipment (0,205) (146) (2.251)
Disposals of property and equipment - - 5
Additions to other intangible assets (319) - -
Sales of short-term investments - - 2,499
Other (7) 196 -
Net cash provided by (used in) investing activities (1,541) 50 253
FINANCING ACTIVITIES
Issuance of commeon stock under employee stock purchase plan 246 359 84
Proceeds from exercise of stock options and warrants 969 1,235 152
Proceeds from debt 365 633 -
Payments on debt and leases (394) (1,384) (3,286)
Net cash provided by (used in) financing activities 1,186 843 (3,050)
Effect of exchange rate changes on cash 250 24 I8
Net decrease in cash and cash equivalents (2,00%) (11,617) (20,906)
Cash and cash equivalents at beginning of year 20,954 32,571 53,477
Cash and cash equivalents at end of year $ 18,949 $ 20,954 $ 32,571

SUPPLEMENTAL CASH FLOW INFORMATION
Cash paid for interest $ 18 $ 32 $ 326

NONCASH INVESTING AND FINANCING ACTIVITIES

Re-pricing of warrants issued as consideration under

term loan agreement $ - $ - $ (350)
Issuance of warrants as consideration under incentive sales agreement $ 3,896 $ - $ -
$_3,896 s - s (350)

See Notes to Consolidated Financial Statements in the Companys
Annual Report on Form 10K for the year ended December 31, 2004
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Co-founder, LipoScience, Inc.;

Former Chairman, President and CEQO,
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Trimeris, Inc.; Former Vice President and
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Retired Senior Vice President of Finance,
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REGISTRAR AND
TRANSFER AGENT

American Stock Transfer & Trust Co.
59 Maiden Lane

New York, New York 10038

(800) 937-5449

www.amstock.com

The Transfer Agent is responsible for
handling registered shareholder ques-
tions regarding lost stock certificates,
address changes, and changes of owner-
ship or name in which shares are held.

INVESTOR INFORMATION

Copies of the Company’s Form 10-K,
Forms 10-Q, quarterly earnings releases,
or other recent news releases may be
obtained through the corporate home-
page, www.tripathimaging.com, by

calling (866) TRI-PATH or by writing to:

Investor Relations

TriPath Imaging, Inc.

780 Plantation Drive

Burlington, North Carolina 27215
investorrelations@tripathimaging.com

INDEPENDENT AUDITORS
Ernst & Young, LLP

Raleigh, North Carolina
LEGCAL COUNSEL

Palmer & Dodge LLP

Boston, Massachusetts
STOCK SYMBOL

TriPath Imaging common stock trades
on the Nasdaq National Market under
the symbol “TPTH”.

ANNUAL MEETING

The annual meeting of shareholders will
be held on Tuesday, May 24, 2005 at
10:00 A.M. at the Country Suites,

3211 Wilson Drive, Burlington,

North Carolina.

ANNUAL REPORT INFORMATION

The 2004 Annual Report is presented
using a summary format intended to
provide information about TriPath
Imaging in a concise manner. The
audited financial statements and
detailed analytical schedules are
contained in TriPath Imaging’s
Annual Report on Form 10-K for

the year ended December 31, 2004.

Copies of the Form 10-K are being
distributed to shareholders together with
and as part of the 2004 Annual Report.
Additional copies of the Form 10-K are
available by contacting the Investor
Relations Department.

FORWARD-LOOKING
STATEMENTS

Investors are cautioned that statements in this annual report that are
not strictly historical statements constitute forward-looking state-
ments which involve risks and uncertainties that could cause actual
results and outcomes to differ materiafly from what is expressed in
those forward-looking statements. Such forward-looking statements
indude, without limitation, those related to the efficacy and market
acceptance of TriPath imaging's products, TriPath Imaging's product
development efforts, TriPath imaging’s ability o maintain and grow its
business, the anticipated timing of product launches, and expected drivers
of growth. important factors that may affect TriPath Imaging’s operating
results include, without limitadon: TriPath Imaging may not receive
revenues when or in the amounts anticipated; TriPath Oncology and
its collaborators may not prioritize or launch products as or when
expected; TriPath Imaging and TriPath Oncology’s products may not
receive FDA or other required regulatory approval when expected, if at
all; TiPath Imaging may be unable w increase sales and revenues at its
historical rates; expenses may exceed expectations and TriPath Imaging
may not maintain profitability; changes in general economic conditions
or the healthcare industry may occur that adversely affect TriPath
Imaging’s customers’ purchasing plans; TriPath Oncology may be unable
o successfully develop and commercialize products when anticipated, if
at all; TriPath Imaging's products may not achieve market acceptance to
the degree anticipated; competition and competitive pricing pressures
may limit TriPath Imaging’s flexibility with respect to the pricing of its
products: TriPath Imaging may need to obtain additional financing in
the future: TriPath Imaging may not be able to develop and to protect
adequately its proprietary technology: and other risks detailed in
TriPath Imaging’s filings with the Securities and Exchange Commission,
including those described in TriPath Imaging’s Annual Report on Form
10-K for the year ended December 31, 2004.

earnings per share
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As used 1n th1s report the terms ‘we,” “us,” “our,” “TriPath Imaging” and the i‘Company” mean
TnPath Imagmg, Inc. and its subsidiaries, unless the context indicates another meaning.

Note Regardmg Trademarks

We have registered trademarks in the Unlted States for AutoCyte® AutoCyte Quic®, CytoRlch®
ImageT1ter® PAPMAPS®, PrepMate® SlideWizard®, and TriPath Imaging®. We have pending
US. trademark appl1cat10ns for /. Series™, FocalPoint™, PrepStain™, ProEx™, SureDetect™, SurePath™,
TnPath Cire Technologles and TriPath Oncology™. Foreign reg1strat1ons are maintained for several of our
trademarks in Argentina, Austraha Brazil, Canada, Chile, China, the European Union, Finland, Hong Kong,
Indonema,‘lsrael Japan, Malaysia, Norway, the Russ1an Federation, South Africa, Sweden, Sw1tzerland
Taiwan; and the United Kingdom. We have pendlng foreign trademark applications for FocalPoint™
Series™, PAPNET®TM "PrepStain™; SurePath™, ProExTM and TriPath Care Technologies™. In addmon to
trademark actrvrty, we 1nclude a copyright notice on all of our documentatmn and operating software. There
can, be 1o assurance that any trademarks or copyrrghts that we own will prov1de competitive advantages for our
products or w111 not be challenged or ¢ircumvented by our compe’ntors All other products and company names
are trademarks of therr respectrve holders
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PART I

Item 1. Business

This Annual Report on Form 10-K contains forward-looking statements, including statements regarding
our results of operations, research and development programs, clinical trials and collaborations. Statements
that are not historical facts are based on our management’s current expectations, beliefs, assumptions,
estimates, forecasts and projections. These forward-looking statements are not guarantees of future perform-
ance and involve certain risks, uncertainties and assumptions that could cause actual results to differ
significantly from those discussed in these forward-looking statements. Important factors that could cause or
contribute to these differences include those described in the section entitled “Management’s Discussion and
Analysis of Financial Condition and Results of Operations — Critical Accounting Estimates” and in “Factors
Affecting Future Operating Results” attached hereto as Exhibit 99.1 and incorporated by reference into this
Form 10-K. You should not place undue reliance on the forward-looking statements, which speak only as the
date of this report. We undertake no obligation to update these statements to reflect events or circumstances
occurring after the date of this report or to reflect the occurrence of unanticipated events, except as required by
law.

The Company’s Internet website is www.tripathimaging.com. Information on the Company’s website is
not a part of this Annual Report on Form 10-K. As soon as reasonably practical after they are filed or
furnished with the SEC, the Company makes available free of charge on its website, or provides a link to, the
Company’s Annual Report on Form 10-K, Quarterly Reports on Form 10-Q, Current Reports on Form 8-K,
and any amendments to those reports filed or furnished with the SEC pursuant to Section 13(a) or 15(d) of
the Securities Exchange Act. To access these filings, go to the Company’s website and click on “Investor
Resources,” then click on “SEC Filings.” Alternatively, interested parties may request, in writing, a copy of
this Form 10-K, without charge. Such requests should be made to TriPath Imaging, Inc., Attn: Investor
Relations, 780 Plantation Drive, Burlington, North Carolina 27215.

The Company

We create solutions that redefine the early detection and clinical management of cancer. Specifically, we
develop, manufacture, market, and sell proprietary products for cancer detection, diagnosis, staging, and
treatment selection. We are using our proprietary technologies and expertise to create an array of products
designed to improve the clinical management of cancer. We have developed and marketed an integrated
solution for cervical cancer screening and other products that deliver image management, data handling, and
prognostic tools for cell diagnosis, cytopathology and histopathology. We have created new opportunities and
applications for our proprietary technology by applying recent advances in genomics, biology, and informatics
to our efforts to develop new molecular diagnostic products for malignant melanoma and cancers of the cervix,
breast, ovary, and prostate. : ,

We are organized into two operating units: (1) Commercial Operations, through which we manage the
market introduction, sales, service, manufacturing and ongoing development of our current products; and
(2) TriPath Oncology, our wholly-owned subsidiary through which we manage the development and market
introduction of molecular diagnostic products for cancer. >

Our Commercial Operations unit is a commercial engine organizcd to grow sales, drive margin and
generate cash. TriPath Oncology is the development engine of a broad based gene discovery program created
to develop new molecular diagnostic products for the early detection and clinical management of cancer. Our
revenues are primarily generated today through our Commercial Operations from the sale of our SurePath
liquid-based Pap test and other cervical cytology screening products. The products and services that we are
developing in TriPath Oncology did not materially impact revenues in 2004; however, we do expect to generate
revenues from some of these reagents and instruments in 2005 and continue to believe that sales related to
products developed by TriPath Oncology may significantly impact our growth in 2006 and beyond.
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"We provrde financial information by segment and geographrc area in Note 8 to our Consolidated
Flnan01al Staternents 1ncluded in Item 8 of thls report We are mcorporatrng that information into this section |
by reference G
Our Products o _ »
Cervrcal Cytology Product Line (formerly the l Serles Product Line)

Our cemcal cytology product lme includes the followmg products

The SurgPath; T est Pack

Our SzlrePath Test Pack is a proprietary, liquid-based cytology sample collection, preservation and
transport system ‘that cons1sts of 'the SurePath liquid-based Pap test, a sample collection vial, proprietary
preservative: solution’ and sample collection dévice. SurePath addresses errors in cell sample collection and
slide. preparat1on while providing a liquid medium for performmg additional laboratory tests. SurePath slides
show a statlstlcally srgmﬁcant reduction of unsatisfactory cases compared to conventional slides. During a
clinical exam, a physician or nurse will collect a sample of endocervical and ectocervical cells, using a cervical
broom or spatula and brush combination collection device. Once -collected, the health practitioner detaches
the removable hcad of the collection device and places it into the vial containing our proprietary SurePath
preservatwe fluid, thereby retaining al] of the cells collected. The lid of the vial is then fastened and the vial is
then transported ito, a clinical laboratory for follow-on processing on the PrepStain system. The SurePath
11qu1d based Pap test was approved by the United States Food and Drug Administration (“FDA”) for slides
prepared usmg the PrepStain Slide Processor in June 1999. In 2001, SurePath was approved by the FDA for
manual shde processing in which the cell suspension obtained by using the SurePath Test Pack is layered onto
the slide and stained by a prep technician. In May 2003 we received FDA approval for expanded labeling
claims to include study data showing a 64.4% (p<<0. 000()1) increase in detection of High.Grade Squamous
Intraeplthehal and more serious lesions (HSIL+), as compared to the conventional Pap smear. In June 2004,
we recelved FDA 'approval for expanded labeling claims to include ‘the -use of the spatula and brush
combrnatlon device for collectmg cervical cells as an alternative to the ‘previously approved cervical broom
collection. devrce All SurePath devices come with detachable heads to ensure 100% of the collected sample is
sent to the laboratory for processmg ' ‘ :

P

PrepStam Sltde Processor

Our PrepSzam Slide Processor is an automated shde preparatron system that produces slides with a
standard1zed thm layer of stained cervrcal cells. It consists of proprietary reagents, plastic disposables and
automated eq\npment for preparing a thin-layer of cemcal cells on a SurePath microscope slide. Once
received i in the; laboratory, the sample is thoroughly mixed, resulting i in a homogenized and randomized cell
suspensron wh1ch ‘1s removed from the vial and layered onto a proprietary liquid density reagent in a plastic
centrrfuge tube usmg our patented synnge device. Batch density gradlent centrifugation is then conducted on
the celltsuspensmn to ‘remove excess blood, inflammatory cells and other debris from the sample. Once
centnfuganon is, completed the laboratory technician places the. centrifuge tubes containing the separated
dlagnostlc cells onto an ‘automated pipetting system. Th1s pipétting system then distributes the cervical cells in’
a thin- layer on the mrcroscope slide. At this stage, drscrete staining of the slides can be carried out by the
PrepStam system or Staining can be performed off line from the PrepStain using alternative staining
1nstrumentat10n PrepStaln is currently capable of prepanng approxrmately 48 discretely stained or 96 un-
stained thm -layer slides in approximately one hour. A SurePath slrde typically contains approximately 50,000
to 100 000 dragnostlc cells that are distributed unrformly over a 13- nnlhmeter diameter circle. The PrepStain
Slide Processor or. PrepStain, reduces the comple)oty of interpretation by providing a homogeneous more
representatrve and standardized thin layer of stained cells. The FDA approved PrepStain in June 1999. In
early 2005, we rece1ved FDA approval for expanded clalms to include the processing of pre-coated slides.

The PrepMate system an accessory to PrepStam is designed to automate pre-processing steps in the
preparation. of SurePath thin-layer slides. PrepMate .automatically mixes and removes specimens from the
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SurePath preservative fluid vials, and layers the specimens onto the SurePath density reagent in a test tube for
automated slide preparation and staining. The PrepMate accessory is intended to reduce the time required to
prepare samples for processing on the PrepStain instrument. The FDA approved the PrepMate accessory in
May 2001.

In August 2004, we submitted new clinical data to the FDA in support of a supplemental filing to our
Pre-Market Approval (PMAS) for the PrepStain System to include approval of testing of cervical cells
collected using the SurePath Test Pack for high-risk human papilloma virus (HPV) DNA with the Digene
Corporation (Digene) hc2 High-Risk HPV DNA Test™. In February 2005, we announced that we had
withdrawn this submission. This action was taken after we, through discussions with the FDA, learned that
additional clinical information and analyses would be required which had not been part of the original protocol
accepted by the agency. The decision to withdraw is a procedural step and we are currently in discussions with
the FDA about the additional data or information requirements. We intend to advance these discussions and
evaluate the required additional data or information, with the goal of resubmission of the PMAS at the earliest
possible date. There can be no assurance that our re-submission, if or when made, will receive thé required
regulatory approvals, when anticipated, if at all.

FocalPoint Imaging System

Our FocalPoint Imaging System is a computerized imaging system that applies proprietary technology to
screen SurePath or conventionally prepared Pap smear slides by identifying those slides that have the highest
likelihood of abnormality. The FocalPoint Slide Profiler was approved by the FDA for primary screening of
conventional Pap smears in May 1998 and for SurePath slides in October 2001. The FocalPoint GS Imaging
System, which combines the automated sorting and ranking capability of the currently approved FocalPoint
Slide Profiler with FocalPoint GS location guided screening of areas of interest, was introduced outside of the
U.S. in the fourth quarter of 2000.

Our FocalPoint Slide Profiler is an automated primary screening device that combines computerized
video nﬁcroscbpy and image interpretation to distinguish between normal and abnormal SurePath liquid based
and conventionally prepared Pap test slides. The FocalPoint Slide Profiler is intended to sort and rank slides
based on the likelihood of abnormality, distinguish slides that need further cytotechnologist review from those
that require ‘No Further Review’ (up to 25% least likely to be abnormal), and to identify slides in an enriched
quality control population (a minimum of 15% of slides with a highest likelihood of being abnormal) for a
directed quality control (QC) review. In addition, sorting, ranking, adequacy and other slide information
provided by the FocalPoint Slide Profiler facilitates the manual microscopic review of slides designated for full
microscopic review. ‘

Our FocalPoint GS Imaging System (FocalPoint GS) combines the automated sorting and ranking
capability of the FocalPoint Slide Profiler with a rapid screen of areas of interest, or Fields of View (FOV), on
slides designated for review by the FocalPoint Slide Profiler. The FOV location coordinates and associated
images are communicated via a network connection from the FocalPoint Slide Profiler to a designated
FocalPoint GS Review Station that has been equipped with commercially available microscopes and
. computer-controlled automated stages for FOV review. FOV’s determined by the FocalPoint GS to
demonstrate the highest likelihood of abnormality are presented for a focused microscopic review that allows
the cytotechnologist to quickly analyze the slide for the presence of cellular abnormality. Abnormal findings
thus identified can be confirmed by full microscopic review. If no abnormality is identified during this rapid
cytologic assessment, no further review is required. In October 2004, we submitted clinical data to the FDA in
support of a PMAS for the FocalPoint Slide Profiler to expand our claims to include approval of the
FocalPoint GS Imaging System. Review of this submission is currently pending. There can be no assurance
that the FocalPoint GS system will receive the required regulatory approvals for sale in the United States,
when anticipated, if at all. We currently market FocalPoint GS to certain markets outside the US.




SlideWiiard Product Line

Our Slzdeszard product line consists of personal computer- _based applications focused on the quantifica-
t1on of the nuclear DNA content of cells and the detection and quantification of specific molecules in cells or
tissue sections’ (1mmunohrstochem1stry and’ 1mmunocytochemrstry assays), the management and archiving of
images ' and patrent information, the exchange of data via telepathology and the creation of comprehensive
reports combrmng color images and patient data. Qur Shderzard lme of products include:

rTelepathology Module a module for the transm1ss1on and. 1nterpretat10n of high-resolution images
‘ captured at remote sites for teachmg and research ce

. Mo
STy

Ve Quantltallve Image Cytometry- DNA an applrcatlon that performs quantitative analysrs of DNA by
quant1fy1ng nuclear texture and morphology,

e’ Quantztanve Image Cytometry-]mmuno an apphcatron that offers general purpose image analysis
that i is ideal for recognition and quantification of virtually any stain application on a variety of biologic
‘ matenals :

i

D e Imagether a method to quantitatively measure abnormally high levels of antinuclear antibodies
through trtratron emulation” as.an md1cat10n for a variety of immune system problems; and

. Slzdeszartz’ an electromc dottmg and labelrng system

We recerved pre market notification, or 510(k) clearance through one of our predecessor companies in
November 1995 to market the' Image Titer for automating antinuclear antibody testing. Our DNA and
immuno- quantification applications are presently offered “For Research Only” in the United States. We
currently. do not‘tmeet the InVitro Diagnostics Directive requirements to sell and place the SlideWizard
applications in 1Europe (except in combination with the FocalPoint GS). Specifically, a SlideWizard
workstation is also a component of the FocalPoint GS system that is currently sold only outside the United
States. We may elect to pursue regulatory clearance to market additienal SlideWizard applications currently
under development or: developed by us in the future. ‘

Molecular\ Dragnostrcs Products I L

‘ Our molecular dragnostrc products did not materrally 1mpact revenues in 2004; but we do expect to
generatet revenues from some of these reagents and instruments in 2005 and continue to believe that sales
related to.these products may significantly impact our growth in 2006 and beyond. Our molecular diagnostic
products are at varrous stages of development and mclude the following:

o

Microscopic‘Slide Based Reagents

- Our ProEx C analyte specific reagent (ASR) incorporates molecular- biomarkers that measure the over-
expressron of protems whose over-expression is assoc:ated with aberrant S phase induction, an abnormal
growth state assoc:1ated with' the developmentof cancer.' Aberrant S phase induction has been associated with
cancer of the cervix, esophagus ovary, lung, and prostdte. We expect that th1s analyte specific reagent w111 be
ava1lable for' purchase in.the U.S. in the second quarter of 2005

Ty i . o !

\ Our ProEx\ Br analyte spec1ﬁc reagents 1ncorporate rnolecular blomarkers that measure the over-
expression:of certain proteins that are believed to reflect increased activity in molecular pathways that are
associated w1th the progress1on of cancer. These analyte spec1ﬁc reagents are currently available for purchase
mtheUS jlg S N :

Our Cervzcal Stagzng Assay 1ncorporates propnetary molecular blomarkers and reagents and is being
developed to 1dent1fy blopsy proven underlying pre-malignant ceérvical disease and cervical cancer in patients
who have tested positive for high-risk human papilloma virus infection or for whom the results of cytologic
screening with ;the SurePath liquid-based Pap, test are equivocal. We expect to launch a cervical staging
diagnostic,kit outside the U.S. in the second quarter of 2005 if wé have received the necessary international
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regulatory approvals. Concurrently, we expect to release a detection kit for visualization of biomarkers on
cytology slides, an automated cervical cytology slide-staining platform and a series of assay control reagents.

Our Cervical Screening Assay incorporates proprietary molecular biomarkers and reagents and is being
developed for primary screening for cervical cancer. The assay is being developed to test slides prepared using
the SurePath liquid-based Pap test and to permit concurrent evaluation of morphologic features and
measurement of the over-expression of molecular biomarkers that are associated with biopsy proven moderate
to severe cervical disease and cancer. The assay is being developed for use with and without our molecular
cytology imaging system (described below). We expect to initiate clinical trials in the second half of 2005 to
collect data that could support an application for pre-market approval by the FDA. Given the relatively low
prevalence of moderate to severe cervical disease and cervical cancer and the fact that the results obtained
with our molecular biomarkers may dictate a need for additional follow-up of some clinical trial subjects over
time, we believe that this clinical trial may require up to 12 to 18 months to complete. If our clinical trial is
successful, we would expect to introduce this assay in the U.S. as an in vitro diagnostic in late 2006 or 2007
depending, in large part, on the length of the clinical trial.

Our Breast Staging Assay incorporates proprietary molecular biomarkers and reagents and is being
developed to predict the risk of disease recurrence and to aid in treatment selection in patients with early stage
breast cancer. The assay is being developed for use with commercially available detection kits and staining
platforms and to utilize our interactive histology imaging system (see below) to quantify biomarker over-
expression in tissue samples collected at the time of initial diagnosis of breast cancer. We expect to initiate
clinical trials in the second haif of 2005 to collect data that could support an application for pre-market
approval by the FDA. Given a successful clinical trial, we would expect to introduce this as an in vitro
diagnostic in the latter half of 2006.

Over the past two years we have also released several Research Use Only (RUQO) products, including
RUO reagents for staging of melanoma and cancer of the cervix and breast. In data presented in 2004 from a
study completed in 2003, investigators at Albany Medical College observed that the measurement of
melastatin™ expression using our melanoma assay was an independent prognostic factor that may be useful in
determining the risk of disease recurrence and metastasis in patients with primary thin melanoma lesions. We
released our RUO reagents for cervical and breast cancer staging in 2004. Investigators at the Massachusetts
General Hospital, Johns Hopkins Hospital, and the University of Colorado are currently evaluating the
analytical and clinical performance of our RUO reagents for cervical cancer staging. Investigators at Albany
Medical College are currently evaluating the clinical performance of our RUO reagents for breast cancer
staging.

There can be no assurance that the microscopic slide based reagents that we are developing will be ready
to launch or receive required regulatory approvals when anticipated, if at all.

Molecular Imaging Systems

Our Interactive Histology Imaging System is being developed to allow rapid, reliable and cost effective
quantification of molecular biomarkers in histologic tissue sections. This product is expected to provide on-
demand digital imaging, direct visualization of immuno-histochemistry (IHC) stained slides, and real-time
quantitative analysis of tissue samples. Ventana Medical Systems, Inc. (Ventana) has agreed to sell and
distribute a Ventana-branded version of our interactive histology imaging system (Ventana Image Analysis
System (VIAS)} under a five-year global supply agreement that we entered into in September of 2004, We
submitted data to the FDA in support of a 510(k) notification for processing of the Ventana estrogen and
progesterone receptor assays on the imaging system in January of 2005. Pending FDA clearance, we anticipate
that Ventana will launch VIAS in the second quarter of 2005. We anticipate filing additional 510(k)
notifications for processing of other Ventana assays throughout the year. There can be no assurance that we
will obtain the desired FDA clearances when anticipated, if at all, nor that Ventana will prioritize the
marketing of VIAS. ‘

Our Molecular Cytology Imaging System identifies abnormal cells on cytology slide preparations based on
their specific reaction with molecular biomarkers. We intend to introduce this system outside the U.S. in the
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second. quarter of 2005 and we expect to incorporate it in our cervical screening clinical trial, which we
anticipaté initiating in.the second half of 2005. There can be no assurance that this imaging system will receive
the desired regulatory approvals when anticipated, if at all.
-
Blood Based Reagents » ’
We have initiated 'development of blood-based screening and monitoring assays for ovarian and breast

cancer. We, anticipate releasing our ovarian cancer screening reagents in an RUO format in the second half of
2005 We antrcrpate releasing our breast screening reagents in an RUO format by the end of 2006. Concurrent
with the development of these reagents we are evaluating high volume testing platforms.

The Cancer Market

Cancer isa chronic and complex disease characterized by uncontrolled growth and spread of abnormal
cells. According to the World Health Organization (WHO), the worldwide incidence of cancer in the year
2000 exceeded 10 million cases, excluding basal and squamous cell cancers of the skin. The WHO further
estimates that approximately 6.2 million deaths worldwide were attributable to cancer in 2000. In the United
States, the :American, Cancer Society (ACS) estimates that roughly 1.37 million cases of non-skin cancers
will be diagnosed-in 2005, roughly half of which will occur in women. In the United States, women have about
a l-in-3- hfetrme risk ‘of developing invasive cancer. It is estimated that in 2005 approximately 663,000 women
will'be newly diagnosed with cancer and an'estimated 275,000 women will succumb to the disease. It is
ant1c1pated that melanoma and cancers of the breast, cerv1x and ovary w1ll account for over 40% of all new
cancers dragnosed 1 women in 2005.

SR ~-‘{ : ' " Women’s Cancers

. 2005 Cancer Estimates (U.S.)
' :‘” g L ' ‘ Estimated 2005 Incidence lEstir'nated 2005 Mortality
All cancers e L 662,8417‘ 275000
TriPath Imagmg Targeted Cancers: t ‘
j ‘Breast . ;,}‘, e e o 211 240 40,410
o O;vjal-i_ap,;“‘.i I SR e 22020 | 16,210
Malrgnant Melanoma i e Co 26,000 2,860
Cervical ... SRR 10,370 3,710

' ' . - [
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Source Amerrcan Cancer Society, Facts & Figures, 2005 ,

Treatments for cancer are expensive and often ineffective. Current treatments for cancer include surgery,
rad1at1on chemotherapy and targeted therapeut1cs Surgery is limited in its effectiveness because it treats the
tumor- at’a specific site and may not remove all the cancer cells; particularly if the cancer has spread.
Rad1at1on and chemotherapy can treat the cancer at multiple sites but can cause serious adverse side effects
because they destroy healthy cells and tissues as well as cancer cells. The ACS projects that in 2005 over




275,000 women will die of cancer-related illness. Detecting cancer at the earliest possible stage of disease is
critical to patient survival and outcome as reflected in the following five-year relative survival rates:

Five Year Disease — Free Survival
by Stage at Diagnosis

TriPath Imaging Targeted Cancers: Localized Disease (%) Regional Spread (%) Distant Metastases (%)
Breast ............. P 98 80 26
Ovarlan ..................... 95 ' 72 31
Malignant Melanoma ......... 98 60 16
Cervical ..................... 92 51 15

Source: American Cancer Society, Facts & Figures, 2005

Development and utilization of modalities for routine cancer screening is critical to early detection.
According to the ACS, whereas the five-year relative survival rate for all cancers is approximately 64%, the
relative survival rate for currently screened cancers (i.e. including cancers of the cervix, breast, rectum and
skin) is approximately 84%. The ACS estimates that the relative survival rates of these screened cancers could
be further increased to 95% if all Americans were regularly screened for these cancers. In 2004, the National
Institutes of Health estimated the overall costs for cancer-related illness in the U.S. to be $189.8 billion.

We expect the market for cancer diagnostics will grow substantially due to the increased incidence of
cancer, an aging population, early cancer awareness, pressure to reduce cancer mortality rates and improve-
ments in healthcare screening systems. The existing cancer diagnostics market is characterized predominantly
by tests or methods that identify the presence of surrogate markers of disease, cellular abnormalities or
imaging anomalies that are correlated with the presence or stage of disease but, for the most part, do little to
provide information specific to the biology of the disease or the outcome of the patient. The current
technologies used in cancer diagnostics consist primarily of tumor marker i 1mmunoassays cytology evaluation
and imaging techniques such as mammography.

While some of the underlying causes of specific cancers can be traced to a single genetic alteration, it is
now believed that multiple complex genetic changes underlie the development of the vast majority of cancers.
However, the identification of genetic anomalies alone is unlikely to prove clinically significant as many
genetic events may have minimal or no impact on a patient’s health, whereas others may pose life-threatening
health risks. Determining the interrelationship of genes and proteins, and their interaction with one another is
likely to be as important as understanding the underlying cause of the genetic change itself. The scientific
community’s knowledge of these underlying genetic and proteomic factors has only recently come about
through the development of more sophisticated research and discovery tools, investment in mapping of the
human genome, and development of bioinformatics capabilities to assess the clinical relevance of these genetic
and proteomic abnormalities.

In recent years, novel molecular oncology tests have been introduced to provide additional clinical
information previously unavailable to assess an individual’s predisposition or lifetime risk of developing certain
cancers. Molecular tests are also used to screen and assist in the diagnosis of the presence of disease, to assess
patient prognosis and outcome more accurately, to guide therapeutic selection in the management of certain
cancers and to monitor for disease recurrence. Molecular tests offer the promise of providing a more accurate,
disease-specific understanding of cancer to best address the needs of medical practitioners.

Cervical Cancer

Cancer of the uterine cervix, or cervical cancer, is second only to breast cancer as the most common form
of malignancy in both incidence and mortality in women worldwide. According to the WHO the worldwide
incidence of cervical cancer in 2000 was 470,606 with a mortality rate of 233,372. In parts of the developing
world, cervical cancer is the major cause of death in women of reproductive age. The ACS estimates that in
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2005 approxrmately 10,370 -cases of invasive cervical cancer- w111 be dragnosed in the Umted States with an
estlmated 3,710 deaths : v r

4 Invasrve cerv1cal cancer spreads from the surface of the cervix to tissue deeper in the cervix or to other
parts of the body ‘Cervrcal cancer develops i in stages over a perrod of t1rne beginning with pre-invasive changes
that eventual]y progress to invasion. Because of the progression to 1nva51on most deaths due to invasive
cervrca] cancer can ‘be prevented with early-stage detectlon and treatment. Early detection is . critical in
promotmg patrent wéllness. The more advanced the cancer, “the lower'the chances are of managing and/or
curing the patlent Thus, regular cervical screenmg examinations are recommended in the Umted States and
many forergn countrres : co o e “ ‘

Screenmg for Cervtcal Cancer . I Lot IR L ‘

Based on the concept that the phys1ca1 appearance {or morphology) of cells that have been scraped from
the surface of .the utefine cervix .may correlate w1th and, therefore, s1gn1fy the presence of cancer or its
precursors in underlymg cervical tissue, the Pap smear has been employed worldwide as a primary screen for
cervrcal cancer and its.precursors since the late 1940s. It is the most widely used and most successful of all
screemng tests tfor cancer having contributed to a greater than 70% decrease in deaths resultlng from cervical
cancer m the U S ‘since it was first mtroduced It is estimated that chn1cal laboratories in the United States
perform over 50’ million Pap tests, including l1qu1d based Pap - tests, annually and we beheve that the annual
test, volume out51de of the United States i Is in excess of 80 mrlhon

The Papismear, as first developed by Dr. George N: Papamcolaou in the 1940s, remalned essentlally
unchanged until the introduction of liquid based Pap tests, such as our SurePath liquid based Pap test, in the
1990s. The liquid based Pap test was developed to remedy several practical limitations of the conventional Pap
smear, including those related to specimen collection and slide interpretation. The use of a liquid medium to
transport. cerv1cal cells may facilitate the specimen collection process by reducing the time taken to prepare
the - spec1men for transport by eliminating air drying and other collectron related artifacts that distort cell
archrtecture by prov1d1ng a readrly accessrble medlum and adequate shelf l1fe to allow for repeat testlng from
genetrc or other dlseases and, in the case of our SurePath liquid based Pap test, by prov1d1ng a standardrzed
techmque for spec1men collection that ensures that all cells collected are transported to the laboratory. The
thin layer slides prepared using liquid based Pap tests eliminate the depth of focus issues that may complicate
the 1nterpretatron of the relatively thick conventional Pap smear and are relatively devoid of blood, mucus, or
inflammatory . materral that may obscure significant cytologic pathology. In the case of our SurePath liquid
based Pap test, the combination of these. collection and slide preparation features contributes to a statistically
signiﬁcant reduction‘ in the number of unsatisfactory icases when compared to the conventional Pap smear.

The Pap smear is prepared from scrapings of the’ surface of the uterine cervix that are collected during a
gynecologrc pelvrc examrnat1on These exfoliated cervical cells are, in the case of the conventional Pap smear,
d1rectly transferred to a glass slide by the clinician who collects the specimen. In the case of the liquid based
Pap test, sucht as our. SurePath liquid based Pap test, these exfoliated cells are transferred by the clinician into
a quuld med1um from which a thin layer slide is subsequently prepared in the laboratory, most often using an
automated. system such as our PrepStain slide processor, after the liquid medium, blood, mucus, and other
obscurmg matenals ar¢ removed by density gradient centrlfuganon With the conventional Pap smear, the
clinician drscards the collection device and whatever cells that remain attached to the device, after the sample
is transferred to the glass slide. With the-SurePath liquid based Pap test, the clinician simply detaches the
head of the collection device and places it into the liquid transport medium, thus, ensuring that 100% of the
cells that have been collected are transported.to the laboratory. For either the conventional or liquid based Pap
tests, a Papamcolaou stain is applied to the slide to facilitate microscépic review. The slide is then analyzed
m1croscop1cally by'a cytotechnologlst who evaluates the appearance of the ex-foliated cells. The cytotechnolo-
gist looks:for cell-features that are! associated with cancer of the cervix or its precursors. Any abnormality so
detected is further reviewed by a pathologist. Depending on the cytologic-classification that has been assigned
by the:pathologist,;abnormalities. that are confirmed by pathologist review are further evaluated by testing for
human ‘papilloma virus (HPV) and/or direct visual examination of the:cervix using a colposcope and, if a
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lesion is so detected, a biopsy to obtain cervical tissue for histologic examination. Biopsied cervical tissue is
evaluated for histologic evidence of the loss of uniformity of individual cells, the loss of architectural
orientation, and other abnormal findings that are associated with Cervical Intraepithelial Neoplasia
(CIN) and cervical cancer. CIN, which is also referred to as dysplasm is characterized by pre-cancerous
changes in cervical tissue, and is further categonzcd into CIN 1, CIN 2, or CIN 3 (mild, moderate, and
severe dysplasia), depending on the severity of abnormality. Further treatment or follow-up is dictated by the
results of the cervical biopsy and most often follows consensus guidelines that have been developed by opinion
leaders in concert with various clinical organizations and advocacy groups.

Typically, about 90% to 95% of all Pap smears are classified as normal. Abnormal Pap smears are
classified in order to specify the degree of cytologic abnormality, according to The Bethesda System (2001).
The prevalence of histologic evidence of CIN and cancer varies with each cytologic classification. For
example, the cytologic classification of atypical squamous cells of undetermined significance (ASC-US)
represents the least significant cytologic abnormality and is associated with only a relatively small number of
biopsies that demonstrate underlying premalignant or malignant cervical disease. Low-grade squamous
intraepithelial lesion (LSIL) is associated with a slightly higher likelihood of underlying disease, particularly
CIN 1 and, most often, appears to reflect cytologic changes that are associated with HPV infection. Atypical
squamous cells of undetermined significance-cannot exclude high grade (ASC-H), a recently introduced
classification, is associated with a somewhat higher number of biopsies that demonstrate CIN 2 or more severe
discase. High-grade squamous intraepithelial lesion (HSIL), is a very significant cytologic abnormality that is
associated with a very high correlation to biopsy evidence of CIN 2, CIN 3, and, not infrequently, cancer. The
most significant cytologic classification is cancer itself where the correlation to biopsy ev1dcnce of cancer or
severe dysplasia is very strong.

Human Papillomavirus

Since the mid-1970’s Human Papillomavirus, or HPV, has been recognized as a sexually transmitted
infection that is associated with the development of genital tract neoplasia. Of the approximately 70 types of
HPYV viruses recognized to date, more than 20 have been associated with lesions in the female anogenital tract.
The so-called low risk types (i.e. 6,11,42,43,44) are mainly associated with benign lesions such as condylomas,
which rarely progress to malignancy. The so-called high-risk types (i.e., 16,18,31,33,35,39,45,51,52,56, and
58) are detected in cancer of the cervix.

While it has been documented that nearly all cervical cancers (99.7%) are directly linked to previous
infection with one or more of the high-risk types of HPV (Judson 1992; Walboomers et. al. 1999), infection
with HPV, even a high-risk type, in and of itself is not predictive of cervical cancer or its precursors. Most
HPYV infections are transient and are not associated with the development of cervical cancer or its precursors.
Given the biology of the infection and its association with cervical neoplasia, if one were to test for high-risk
HPV (even with a test that is 100% sensitive and specific for high-risk HPV) one would expect that the
negative predictive value for testing for high-risk HPV, that is the likelihood that a negative test for high-risk
HPYV is associated with absence of CIN 2 or more severe cervical disease, would approach almost 100%.
However, one would also expect that the positive predictive value of a test for high-risk HPV, that is the
likelihood that a positive test for high-risk HPV is associated with the presence of CIN 2 or more severe
lesions, would range from 10 to 25% depending on the age of the population tested.

Over the past few years, testing for infection with high-risk types of HPV has gained clinical acceptance
in the U.S. in certain clinical situations. The 2001 Consensus Guidelines sponsored by the American Society
for Colposcopy and Cervical Pathology (ASCCP) recommend testing for HPV to assist in the management of
women with ASCUS-US Pap test results. These guidelines are supported by a number of studies including the
NCl-sponsored ASCUS/LSIL Triage Study for Cervical Cancer (ALTS) trial that demonstrated that HPV
testing within the ASC-US patient population was an effective method of triaging these patients for
subsequent referral to colposcopy because of the extremely low likelihood of finding cancer or its precursors in
the absence of infection with high-risk HPV. The Guidelines recommend that patients with ASC-US who test
negative for high-risk HPV should be managed by follow-up Pap smear and HPV testing and that patients
with ASC-US who test positive for high-risk HPV should be immediately referred for colposcopy and possible
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biopsy.rlnlthe ALjTS: :trial, the positive predietive V.alite (PPV) of HPV. testing within the ASC-US patient
population, however, was shown to be only 17%.

In March 2003 the FDA approved a submission by Digene Corporation to include HPV as an adjunct to
the. Pap smear for primary screening for ceivical cancer in women age 30 and older. The rationale for this
approach is predicated on the extremely low likelihood of finding cancer or its precursors in the absence of
high-risk HPV infection ‘when the Pap smear is normal. In fact, the negative predictive value of the two tests
in comblnatron is greater than 99%. However, the lack of specificity and rélatively low positive predictive value
of HPV may agam ‘be problematic. For example, approximately 2 to 6% of women with normal Pap smears
yield positive tests for high-risk HPV. The management of such patients is as yet unclear. Furthermore,
although approximately 56% of patients with ASC-US and 85% of patients with LSIL test positive for high-
risk HPV, ‘the rate of detection of CIN 2 or more severe les1ons on bropsy in these populations is only 10% and
20% respectlvely

Breast Cancer

W1th an estimated incidence of over one million new cases per year, cancer of the breast is the most
common women’s cancer in the world, accounting for 22% of all new cases diagnosed. On a worldwide basis,
breast cancer is the leading cause of cancer rnortahty in woinen, representing an estimated 14% of all cancer-
related deaths in females

The ACS estlmates that in 2005, approxrmately 211,240 new cases of invasive breast cancer will be
dlagnosed among women in the United States, with an estimated 40,410 women dying of the disease. Breast
cancer incidence increases with age, and although 51gn1ﬁcant progress has been made in identifying women
cons1dered to berat high risk of devéloping the 'disease; more than 50% of breast cancer occurs sporadically in
worhen with no ‘kriown risk factors. According to the NCI, the overall five-year survival rate for women
dragnosed with ‘breast cancer is 86%. Early detection is paramount as the relative survival rates vary
s1gn1ﬁcantly among localized disease (96. 8%) regronal spread (78. 4%) and distant metastases (22.5%).

Breast Cancer Screenmg

Breast cancer screemng is currently defined as a combination of patient self-exam, clinical breast exam
and- mammography ‘These methods are complementary and are not used as stand-alone techniques. Film
1mag1ng mammography is the gold standard for breast cancer screemng and currently represents the most
effective means .of early detection of breast cancer with a sensitivity ranging from 54.0% to 94.0% and a
specificity ranging from 83.0% to 98.5%. More specifically, studies show that mammography sensitivity ranges
from 54.0% to 58.0% in women under age 40 and from 81.0% to 94.0% in women over 65. The primary purpose
of mammography screening is the detection of an -abnormality. Numerous studies have shown that early
detectton saves lives and provides more treatment options. For this reason, annual screening by mammography
is recommended for women over age 40 in the U.S, and many forergn countries.

Accordmg to data from the 2000 Behavioral Rrsk Factor Surverllance System (BRFSS) the percentage
of U S. women aged 40 and older who had a recent mammogram was 62.6%. Of the 32.5 million screening
mammograms“currently‘ performed in the U. S., approximately four million indicate some form of abnormality
requiring ‘furth"er follow-up. Once an abnormality is detected on initial screening, the need for a very sensitive
and specific assay to detect early breast cancer becomes critical. Although follow-up diagnostic imaging and
ultrasound' may provrde greater image clarity, neither is able to drstmgulsh between a benign condition and a
malignancy. Of the éstimated 1.2 million breast biopsies performed in the U.S., roughly 80% yield no form of
mahgnancy resulting in an estimated cost of $3.3 billion related to unnecessary biopsies. (HCA Cancer Care,
Nov 2002 Informatlonal Guide to Breast Cancer).

Breast Cancer Stagmg and T reatment

Once \breast cancer is diagnosed, it is staged (ie. I IL Mior IV) based on a number of factors including
tumor, pathology (T) nodal involvement (N) and distant metastasis (M). In the U.S., approximately 55% to
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60% of newly diagnosed invasive breast cancer is detected at a relatively early stage (i.e. small tumor size and
with no or minimal nodal involvement).

Although the “TNM” classification system is useful in staging patients for follow up and treatment, it is
based solely on the morphologic features of the tumor and its degree-of spread and, thus does not take into
consideration the biologic make up of the cancer. The clinical course of primary breast cancer varies from
patient to patient. Predicting which individuals are cured and which are not remains difficult for both lymph
node negative and lymph node positive breast cancer patients. Clinicians are well aware that some patients
who have poor TNM scores have long disease-free survival times, whereas others with good TNM scores
experience a rapid deterioration with early recurrence of breast cancer followed by death. At best, current
prognostic indicators serve as guides for clinical decisions that require considerable judgment. .

Once the cancer i$ staged, treatment decisions are typically made by an oncologist in consultation with
the patient and will take into consideration the patient’s age and preferences, as well as the risks and benefits
associated with each treatment protocol. Nearly all women with breast cancer have some form of surgery
combined with other treatments such as radiotherapy, chemotherapy, hormone therapy and/or monoclonat
antibody therapy. Prognostic tests for the determination of estrogen receptor (ER), progesterone receptor
(PR) and her2/neu status have become standard of care for selecting subsets of patients most likely to benefit
from certain hormone and monoclonal antibody therapies.

Breast Cancer Post-Therapy Recurrence

In general, it has been widely assumed that early detection of any.cancer, whether as a new primary
malignancy or as a recurrence, leads to more effective therapy. As with screening, the ability to detect small
tumors and early progression in asymptomatic situations is paramount to positive outcomes. However, the
recurrence rate can be as high as 25% to 30% within the first five years after diagnosis, even in patients with
good TNM scores.

Presently, a large number of markers exist for the monitoring of breast cancer. These include MUC-1
(CA13-3), carcinoembryonic antigen (CEA), oncoproteins, milk proteins and cytokeratins. Of these,
CA15-3, CA27.29 and CEA are the most commonly used. According to the American Society of Clinical
Oncologists (ASCO); Tumor Marker Guidelines, the performance of these markers range in sensitivity for
Stage I disease of 9% to 10%, Stage II of 19% to 54%, Stage III of 31% to 54% and Stage IV of 64% to 75%.
Additionally, ASCO notes that CA15-3 exhibits a limited sensitivity for detecting low tumor burden, when
treatments are most likely to be beneficial. Currently, only 20% to 30% of recurrences are detected before the
onset of symptoms. '

Ovarian Cancer

. Ovarian cancer. is only the seventh most common cancer in women with an estimated 192,379 cases
diagnosed worldwide in 2000, but it is among the most deadly. In the U.S., the five-year relative survival rate
is only 53% for all women diagnosed with ovarian cancer. According to the American Cancer Society Facts
and Figures for 2005, the estimated five-year survival rate for localized ovarian cancer is 95%, but only 72% if
the cancer has spread regionally, and only 31% for women with distant metastases.

Ovarian cancer has been shown to be a clonal dlscase in approximately 90% of cases suggesting that most
cancers could, in fact, be detected before they have metastasized. Due to the lack of an adequate screening
test, and to the fact ovarian cancer is asymptomatic until the cancer has progressed to a late stage,
approximately 75% of newly diagnosed patients are in advanced to late stages I and IV.

Ovarian Cancer Screening

The effectiveness of routine screening of asymptomatic women using pelvic examination, abdominal or
vaginal ultrasound or serum carcinoembryonic antigen (CEA-125) has not been established. The ACS
recommends annual pelvic examinations for women starting at age 18 or at the onset of sexual activity. In
1994, a National Institutes of Health Consensus Conference on Ovarian Cancer concluded that there is no
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evidence that screening with currently available modalities, including CEA-125 and/or transvaginal ultra-
sound can be used effectively to decrease ovarian cancer mortality or morbidity.

. e l S L , ) . ‘

" Currently, screening for ovarian cancer typically occurs'in one of the following settings:

o Women' considered at high risk for developing ovarian cancer.

The ACS states that women who are at high risk of epithelial ovarian cancer, such as those with a very
strong family history of the disease, may be screened annually using transvaginal ultrasound and/or
CEA-125.

. Presence o[ adnexal Lovarzanj or pelvic mass.

‘ In the Unrted States the hosp1talrzat1on rate for ovarian neoplasms is reported to be as high as

. 289,000 women’ annually. Roughly 80% to 90% of these women hdve a surgical procedure to rule out
and/or diagnose ovarian cancer. Typically, women are found to have an adnexal or pelvic mass during a
routme physrcal examination or during evaluatlon for another complaint.-

A successful screenmg program aimed at the early detection of ovarian cancer would require that major
abdomlnal surgery (laparoscopy and/or laparotomy) be performed, as this is the only means of a definitive
d1agnos1s Because of the low incidence of ovarian cancer and the necessity of major abdominal surgery, a
screemng program requires high accuracy with a high spec1ﬁcrty to minimize morbidity associated with major
abdornlnal surgery, A

Maligmjn‘t Melanoma

Although melanoma accounts for only a fraction of all skin cancers diagnosed, it is by far the most
serious. Unlike thie more common and curable basal cell and squamous.cell skin cancers, melanoma accounts
for roughly 75%: of all skin cancer-related deaths. In 2000, the WHO estimated that 67,425 cases of melanoma
were diagnosed i 1n/w0men and 17,045 female deaths were attributable to this deadly disease. In 2005, the ACS
estimates 26 ,000'women in the U.S. will be d1agnosed with mclanoma and 2,360 are expected to die of the
disease. .

The overall five-year relative survival rate of patients diagnosed with melanoma is 89% according to the
ACS. Because melanoma develops from biological changes in pigmented lesions such as moles, early signs of
melanoma ‘development can usually be seen through changes in the size, color or texture of the lesion. As a
result, about 82% of melanomas are diagnosed at an early or localized stage where the five-year relative
survival rate approxrrnates 99%. Survival rates drop considerably to- -60% and 16% for melanomas that have
spread to reg1onal nodes or to dlstant organs, respectrvely ‘

Melanoma Stagmg and Treatment ‘ ) ‘ ﬂ

Once melanoma 18 suspected the lesion and surrounding tissue are excised. Once diagnosed, biopsy of
the surroundmg (sentmel) lymph nodes is common to determine the degree of spread of disease. Like most
cancers, melanomas are staged, i.e. I, II, II or IV, based on a number of factors including tumor pathology,
nodal mvolvement and distant metastasis, or the TNM class1ﬁcat10n system discussed above. Prognostic
factors such'as tumor thickness (Clark Score) mitoses and ulceration ‘are among the criteria used in tumor
gradmg Although the TNM c¢lassification system is useful in staging patients for follow up and treatment, it is
based’ solely on the morphologlc features ‘of the tumor and its degree of spread and, thus does not take into
cons1derat1on the b1olog1c make up of the cancer.

Predrctmg whrch 1nd1v1duals are cured and Wthh are not remains drfﬁcult as up to 20% of individuals
with th1n le51ons may relapse within five years. As with other types of cancer, some patients who have poor
TNM scores have long disease-free survival times, whereas others with good TNM scores experience a rapid
deterioration with éarly recurrence of melanoma followed by death. At best, current prognostic indicators
serve.as guldes‘for clinical decisions that require considerable judgment..
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" In addition to the standard treatment for malignant melahoma, which includes adequate excision of the
primary tumor and may require removal of surrounding lymph nodes, advanced cases are treated with
chemotherapy or immunotherapy. Although a number of markers have been studied to determine their utility
in predicting which patients with early stage disease have biologically aggressive disease and, therefore should
be treated more aggressively, determination of Melastatin mRNA expression levels appears to be the most
promising.

Marketing and Sales
Marketing Strategy

Our marketing strategy is focused on providing solutions that address the unmet needs of our three broad
market stakeholders: clinical laboratories, clinicians and third-party payors. We increased our marketing
efforts during the first half of 2002 by directing resources toward various marketing-related initiatives designed
to promote-brand identification and awareness, increase market acceptance of our products and services and
enhance product management. We have expanded our presence in the marketplace through increased
advertising and promotion, company-sponsored seminars and trade shows, and peer selling activities. To
further educate and reinforce the benefits of our products, we initiated a partnership with a third-party
physician/peer selling organization in 2001 that continued into 2004. In September 2004, we initiated an
expansion of sales and marketing activities to leverage the opportunity created by our growing relationship
with the large commercial laboratories (see below) and to meet the challenge associated with expanding our
cervical cytology business in this heavily contested market segment while maintaining and growing our
business within our traditional customer base.

Clinician/OB-GYN

Over the past 3 years we have expanded our clinician educational programs to better focus on this large
segment. We also conducted a number of clinician-related activities including the establishment of a Clinical
Advisory Board and numerous expert panels as forums to discuss and receive feedback on unmet medical
needs, standards of care, market trends, product concept review and use, and clinical trials strategies. Finally,
we cultivated and developed relationships with leading clinicians to identify current and future potential
product areas with the goal of expanding peer-to-peer selling and influence.

Clinical Laboratory

The standard of practice in the cytopathology and histopathology laboratories is defined by the visual
examination and analysis of cells and tissues. Cancer, in one of its many forms, is the disease most often
considered and evaluated in laboratories. Samples being examined are typically tissue biopsies or Pap smears.
The collection and preparation of these samples have been resistant to the general wave of automation because
they have required human observation and analysis under a microscope. The observer is required to identify
and interpret what are often very subtle changes within human tissues. These are often very complex, time
consuming, tedious and exacting tasks. The practices of cytopathology and histopathology remain largely
manual and labor intensive.

Previously, the complex biologic structural, or morphologic changes exhibited by cancer were considered
too subtle for identification and interpretation by computer or other automated apparatus. The conventional
wisdom was that cell and tissue diagnosis is an intrinsically qualitative process that requires subjective visual
judgment. However, as the science of image processing and analysis has matured, it has become increasingly
accepted that these “subjective” signals can be redefined in terms of mathematical algorithms. These
algorithms, in turn, provide the basis for computerization and an automated solution.

As the last frontier for automation in ‘in vitro’ diagnostics, the cytopathology and histopathology
laboratories present a major opportunity. We beheve that increased automation of these laboratories through
computerized image analysis will:

+ significantly reduce labor costs;




ve drive irriproxled standardization, reproducibility' and quality control;
o enhance the efﬁcrency of treatment by increasing the accuracy and precision of diagnosis; and,

' tpr0V1dc an opportumty to collect digitized 1nformat10n ito facrhtate the development of highly specific
ek and targeted outcome patient care programs.-

Automated shde preparation.and screening products were introdiced into the cervical cancer screening
market i in the mrd 1990s We expect to benefit from the 1ncreased awareness and growing acceptance of these
new technolog1es

Cervzcal Cytology Product Line . o ' C

We currently market our cervical cytology products as part of ‘an integrated system. Our SurePath,
PrepStam and FocalPomt systems, together, provide an integrated solution for sample preparation, processing,
staining and computenzed analysis of liquid based thin-layer slide preparations. We began limited interna-
tional commerc1a1 sales of our PrepStain system in 1993 and commenced commercialization in the
Umted States following FDA approval in 1999. We began placements.of AutoPap QC systems, a predecessor
to the current FocalPomt system, in 1995 and of the FocalPoint primary, screening system in 1998. FocalPoint
is the’ only fully automated Pap smear screening device to receive regulatory approval for marketmg in the
Un1ted States for both thin-layer and conventional Pap smear slide preparations.

o The pnncrpal market for gynecological appl1cat1ons of PrepStam and FocalPoint are clinical laboratories
worldwide: Chmcal laboratones are also the pnmary focus for patients, physicians and third party payors in
connection’ with’ screening for cervical cancer. In an effort to facilitate the adoption of our products, we
engaged.sales profess1onals to educate and promote our products to ‘each of these groups. Furthermore, we
have . contractual relatlonshlps with organizations that prov1de physician education and third party
payor/ re1mbursement support. We view these relat10nsh1ps as a necessary extension of our business given their
potennal to fuel ‘our growth.

The prmc1pal market for non- gynecolog1cal apphcatlons of PrepStaln also includes clinical laboratories
worldw1de although these applications -are performed in significantly lower quantities than cervical cancer
screemng apphcatlons Non-gynecological applicatiofis for the 'detection of cancer are performed on body
fluids, 1nclud1ng urine samples, respiratory specimens and a variety of fine-needle aspirates of specific organs.

Large commerczal laboratories. Pap smear testing has become a concentrated market in the United
States. We believe that approximately 50% of cervical cancer test volume is concentrated among a relatively
small nurnber of large laboratories. We believe the PrepStain’s high throughput and cost-effectiveness and
FocalPoirit’s ability. to'show improved productivity over-manual practice will enable us to market PrepStain
and 'FocalPoint' successfully to this. concentrated market segment. Moreover, the pressures associated with
rising' health care costs, rising litigation costs, and the limited supply of qualified cytotechnologists should
further fac1htate adoption of PrepStain and FocalPoint by the large laboratory market. We believe that the
large , chnlcal laboratones offer a significant opportunity for our growth in 2005 as we have entered into
agreernents and have establlshed growmg relationships with the four largest commercial laboratories in the
US : M i“;.‘}v X , .

LI

In the ﬁrst quarter of 2003 wé entered into an agreement with Quest Dragnostlcs Incorporated (Quest
D1agnostlcs or Quest) to introduce our cervical cancer screening products in select locations. Quest
Dlagnostlcs completed an evaluation process of these products in late 2003. Early in the second quarter of
2004, on the strength ‘of the outcome of this evaluatron we entered’ rnto a new multi-year agreement with
Quest Dragnostrcs Under this agreement, Quest Diagnostics is adoptmg the SurePath liquid-based Pap test
and.the PrepStam system and is evaluating the FocalPoint Slide Profiler. During the term of the agreement,
we wtll work together w1th Quest Dlagnostlcs to expand the use of our products by educatmg physicians about
the beneﬁts of our technology We also renewed a multi-year agreement with Laboratory Corporation of
Amenca in the" latter half of 2003 and entered into a new mult1-year agreement with LabOne in mid-year
2004. Further 1in September of 2004, we initiated an expansion of our sales and marketing activities in the

US., to le‘veragelour growing relationship with the large commercial laboratories and to meet the challenge of

i
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expanding our cervical cytology business in this highly competitive segment while growing and maintaining
our business within our traditional customer base. We have reorganized our sales management to ensure
accountability and support for a larger field sales organization and to ensure broad geographic coverage. We
completed expansion of our sales management team in the fourth quarter of 2004 and expect to expand our
field sales organization over 2005. In addition, we expect to make increased investments in marketing and
sales related activities in support of our current cytology products worldwide as well as to begin to prepare the
market for the future introduction of our molecular oncology products. There can be no assurance that our
agreement with Quest, or other large laboratory customers, will generate significant revenue.

Academic Centers of Excellence. We expect to maintain and continue to build a “franchise” ‘among
academic centers of excellence and to continue to add high profile, opinion leaders to our customer list. We
believe these relationships reflect on the quality of our products. Further, as early adopters of new diagnostic
technologies, the academic centers of excellence will be key targets for the early introduction of our molecular
diagnostic products.

Medium and small clinical laboratories. We also intend to continue to devote a portion of our
marketing and sales resources to targeting medium-sized and small clinical laboratories, including, in
particular, laboratories that serve hospitals and local and regional integrated health care provider networks.
These laboratories are often well integrated into the local health care management process and delivery
continuum and, therefore, facilitate an integrated sales process that includes the ordering clinician, the
laboratory, and the payor. This is of particular significance to our strategy for commercializing molecular
diagnostic products that will require significant interaction between the laboratory and the clinician. We
expect that the medium-sized and small clinical laboratory segment of the market represents a promising
opportunity for our equipment rental programs.

Third-party payors. We have gained a significant level of market acceptance for our products by third-
party payors by devoting additional resources to the area of reimbursement. We plan to continue promoting
the clinical and economic benefits of PrepStain and FocalPoint systems to managed care companies, major
private insurers and other third-party payors. We have demonstrated that the overall cost savings to the health
care system, resulting from the early detection of cervical cancer and the decrease in unnecessary repeat Pap
smears, biopsies and colposcopies resulting from improved specimen adequacy, more than offset the cost of
our products. See also “Third-Party Reimbursement” below.

Molecular Diagnostic Products

The marketing strategy for the molecular diagnostic products we are developing is predicated on several
key principles. First, our marker discovery programs are all driven by clinical specifications developed from an
ongoing analysis of the current standards of care for cancer of the cervix, breast, ovary and prostate. From
these analyses, we have identified areas of clinical need and, therefore, market opportunity. Second, our
product development strategy comprehends minimal disruption of laboratory workflow and current practice.
We are designing our products to change the clinical practice of medicine, not the laboratory practice of
medicine. Third, we employ a strategy for commercialization that includes stacking clinical claims in which
_ we will initially target defined clinical problems in defined patient populations to create specific and clearly
defined clinical outcomes. Our strategy comprehends the fact that the commercial opportunity associated with
our products will depend on the extent to which they impact decisions made and actions taken in the course of
the early detection and clinical management of cancer, and that the value generated by these products and the
attendant level of reimbursement derived from third-party payors will reflect the extent to which the products
positively impact patient outcome, both clinical and economic. Fourth, we will employ a strategy for early
commercialization that includes initial introduction of ASRs to be used in laboratory-developed assays. Fifth,
we will leverage the recognition, relationships, and infrastructure developed to market and sell our cervical
cytology product line to commercialize our molecular diagnostic products. In effect, the infrastructure we have
developed for our cervical cytology product line will serve as a conduit for our molecular diagnostic products.

In September 2004, we entered into a five-year global supply agreement with Ventana under which
Ventana obtained exclusive rights to sell and distribute worldwide a Ventana-branded version of our
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interactive - histology imaging system that we are developing to be optimized for both Ventana and TriPath
Imagrng assays., "The interactive histology imaging system was developed to offer anatomic pathology
laboratones a cost eﬁectlve solution utilizing on-demand digital imaging, direct visualization of IHC stained
shdes ‘and real-time quantitative analysis of ‘tissue samples We believe that in addition to non-recurring
revenue already recorded, the agreement provides the poteritial for capital equipment and fee-per-use revenues
in 2005 if we successfully complete the development of the product, if we obtain FDA clearance for processing
of Ventana assays on the product, additional FDA or ‘othér regulatory clearance or approval if necessary with
respect to the | assays and imager, 'if Ventana is successfiil in placing the product with laboratory customers

and if’ customers mrgrate the processing of Ventana assays to the product

1
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Sales Strategyr i
Cer‘vzc;al‘ Cytology Product Line

" We: record revenué from the-sale, rental and/or lease of our systems and from ‘the sale of related
consumables Addltlonally, we record revenue from service contracts on our systems.

; In the case of system sales to end-users, revenue reeognrtron on:system sales occurs at the time the
1nstrument is. mstalled and accepted at the customer site. In the. case of instrument sales to distributors,
revenue recogmtlon on system sales occurs based upon the contract governing the transaction, typically at the
time: the instrumient is shipped from our facility. This is the predominant vehicle for international instrument
sales. If, however we sell an instrument directly to an international end user, we record the revenue upon
1nstallat1on and acceptance of the 1nstrument eon51stent with our treatment in the U. S

'.

For systemtrentals systems are placed at the customer’s site free of charge and the customer is obligated
erther to, purchase teagent Kits for a fixed term, or are charged fees based-on monthly minimum, or actual,
usage. Under these transactions, revenue recognition occurs at the time of shipment of the reagent kitsorona
monthly'basis based on the actual or'minimum usage There 1s no caprtal equ1pment revenue recognized under
these transactrons : :

oy

We: also oﬁer leasing alternatives. Under these transact1ons we may, or may not, recognize revenue on
system’ hardware dependrng on the particular details of the lease. We respond to customer needs by offering
both! caprtal and operating lease alternatives. Under the capital lease alternative, revenue is recognized initially
as an instrumentisale with part of the lease payments being-allocated to interest income, and service revenues,
if applleable over.the lease term. Under operating leases, we do'not recognize any revenue related to the
1nstrument sale; but recogmze revenue as rental income over the lease term.

We also generate revenue from the salé and rental of our ShdeW1zard line of products and from service
contraets on lthese products. For system sales, customers purchase the products through distributors in
countrres where such relatronsh1ps exist. Where d1stnbutor arrangements do not exist, we sell these products
drrectly to the customer
: Moléculc‘zr Didgnostic Reagents and Imaging Systems -

yVe 1ntend to 1ntroduce some of our molecular dragnostrc reagents and i imaging systems in 2005. We
expect to introduce : our ProEx C and .ProEx Br analyte specific reagents (ASRs) (see Government
Regulat1on) to early adopters among academ1c centers, hospital laboratories, and independent clinical
laboratones in the. U.S. through our existing laboratory sales organrzatron It is the responsibility of the
laboratory that purchases the ASR to develop, validate, and promote the test as well as to demonstrate its
cl1n1cal eﬁicacy We also expect to introduce our cervical and breast staging assays, and our molecular
cytology 1mag1ng system outside the U.S. Our interactive hlstology imaging system will be launched by
Ventana. pursuant to-our five-year global supply agreement under which Ventana obtained exclusive rights to
sell:and distribute worldwide a Ventana-branded version of the system. We believe the agreement provides the
potentlal for capltal equipment and fee-per-use revenues in 2005 should. we be successful in gaining 510(k)
clearance for progessing Ventana’s estrogen ‘and progesterone assays on the imaging system.
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Marketing and Sales Organizations

We currently employ more than 100 full-time marketing and sales personnel worldwide to market, sell
and provide post-sale support of our products, in addition to leveraging distributor networks in our markets
outside the U.S., with the exception of Canada, where we sell through our own sales and marketing
organization. In addition to expanding our existing cervical cytology business our intention is to leverage our
sales and marketing capabilities, our strong relationships with key influential leaders in the anatomic pathology
laboratory and clinician segments, and our customer base among the academic institutions to accelerate the
adoption of molecular-based reagents for laboratory developed assays in 2005.

In the U.S., we have expanded our efforts to market our cervical cancer screening products through a
direct sales organization focused both on the physician, primarily OB-GYN and primary care physicians, and
laboratory market segments to optimize awareness and market penetration of our products. In September of
2004, we initiated an expansion of our sales and marketing activities in the U.S., targeted primarily towards
our pursuit of additional business under our agreements with large commercial laboratories. We have
reorganized our sales management to €nsure accountability and support for a larger field sales organization and
to ensure broad geographic coverage. We completed expansion of our sales management team in the fourth
quarter of 2004 and expect to complete expansion of our field sales organization by mid-year of 2005. We also
employ field based reimbursement specialists who call on U.S. managed care organizations and other third-
party payors to achieve maximum reimbursement levels and to further stimulate demand for our products.
Where, and if, appropriate, we also seek co-marketing agreements with major clinical laboratories to leverage
their sales capabilities and more effectively market our products directly to health care providers.

Outside the U.S., with the exception of Canada where we sell to and service customers through our own
sales and service organization, we market and sell our products primarily through a distribution network. To
support these efforts, we employ eight full-time personnel, consisting of a sales director, and a sales, marketing
* and service staff located in Europe. We anticipate expanding our international sales and service team in 2005
to meet the requirements of our growing international business. Our international distribution network is
comprised of both large distribution organizations with products focused on the clinical diagnostic market and
smaller organizations with products focused specifically on the anatomic pathology market.

We participated in a product evaluation in the U.K. related to liquid-based cytology testing for cervical
cancer. In October 2003 the National Institute for Clinical Excellence (“NICE,” or the “Committee”) in the
U.K. issued guidance that recommends the adoption of liquid-based cytology for cervical cancer screening.
The formal guidance recommends that liquid-based cytology be used as the primary means of processing
cervical cancer screening samples in England and Wales. We have been awarded contracts to supply our
SurePath liquid-based Pap test by five regional healthcare providers in the United Kingdom since NICE
approved the conversion to liquid-based cytology for cervical screening. The United Kingdom National Health
Service, which plans to convert completely to liquid-based cytology, represents attractive growth potential for
our products. In June 2004, Cervical Screening Wales (the national Welsh cervical screening organization)
signed a five-year contract to use the SurePath liquid-based Pap test exclusively for its cervical screening
program. In September 2004, Birmingham Women’s Hospital and Good Hope Hospital signed a five-year
contract to use the SurePath liquid-based Pap test exclusively for all women in its cervical screening program.
Birmingham Women’s Hospital will rollout the SurePath liquid-based Pap test to Primary Care Clinics in the
South Birmingham Primary Care Trust (PCT) during late 2004 and is scheduled to begin processing samples
from Good Hope Hospital in Spring 2005. In October 2004, Cheshire and Merseyside Strategic Health
Authority (Liverpool) signed a five-year contract to use the SurePath liquid-based Pap test for its cervical
screening program. In February 2005, Cumbria and Lancashire Strategic Health Authority signed a five-year
exclusive contract to use the SurePath liquid-based Pap test for its cérvical screening program. Also, in March
2005, the four strategic health authorities that comprise North East, Yorkshire and Humber regions of
England signed a five-year exclusive contract to use the SurePath liquid-based Pap test for its cervical
screening program. '

We offer post-sale support services, including customer training, product installation, telephone technical
support and repair service directly to customers in the United States and Canada. Qur support personnel are

18




located bvoth at our headquarters and in select major metropolitan areas. Otherwise, internationally, we provide
these ser‘}{ices through our employees and distributor organizations.-

i - vy "
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Manufacturmg

| Cos . ' ’ u

SurePath and PrepStam B . v "

We currently assemble test’ and package components of PrepStam and its accessory, PrepMate at our
manufactunng fac111ty in Burlmgton North' Carolina. We also manufacture our SurePath preservative fluid
and our PrepStain line of reagents and stains for PrepStain at the Burlington facility. We believe that our
existing ‘r‘nanufactunng, and assembly processes are adequate to meet the near-term, full-scale production
requirements‘of cour SurePath and PrepStain systems for cervical cancer screening.

L The*consumable items used with PrepStain are-purchased from a varlety of third-party vendors, some of
which' afe’ sole- source suppliers. We completed a multi-year, exclusive contract with a European supplier of
rnanufactured 1nst1urnent components that are incorporated into our PrepStain product line in December
2004: ‘Those 1nstrurnent components will now be purchased from a U.S. subsidiary. Service parts will continue
to be purchased from ‘our European supplier. Pricing for components is fixed, but is subject to adjustment
based ipon changes in Taw material costs. We believe that our new supplier has sufficient capacity to meet our
present and future requrrements for these components. We believe our new supplier will allow us to ensure
unmterrupted supply of PrepStaln component parts. ,

FocalPomt i

g rWe currently assernble 1ntegrate and test the FocalPomt electromc mechamcal and opt1ca1 components
and modules at, our Redmond, Washington facility.. Qur. operations have produced sufficient FocalPoint
systems 0 meet customer demand since we began commercial operations in 1996 and we believe we have

sufﬁment capacny to-meet anticipated near-term-customer needs: for our FocalPoint product

‘ We purchase all components for the FocalPomt system from outside vendors. Several components of the
FocalPomt system are supplied by sole- source vendors. Tf any of these sole-source suppliers are unable to
prov1de an ad‘eﬁuate and constant supply of ¢components; we will need to modify any components provided by
additional or replacement suppliers. We may be unable to quickly establish additional or replacement sources
of supply for several FocalPoint components. In addition, we may need to obtam regulatory approval to

substltute certam components

SlzdeWtzard ‘Praducts

"tW e currently rnanufacture the ma]onty of our ShdeW1zard product hne at our. Burhngton North
Cardlina’ fa0111ty 'We also manufacture a limited number of our GS Review Stations and integrate them into
the FocalPomt GS for-international sales at our:Redmbond, Washmgton facility. We believe we have sufficient
capac1ty 6 meet ant1c1pated near-term customer demand for our SlideWizard product hne

,1Our Shderzard products and GS Rev1ew Statlons consrst pnmanly of off-the- shelf components and
propnetary software "The components are supphed by a variety of vendors, some of which are sole-source
supphers We have been integrating and selhng SlldeW1zard products since 1993,

Molecular Dmgnosttcs e T S o '«,..v :

i
i

Reagents ! l;g ‘ . " ‘
In 2004, we- began in-house and 1n1t1ated third- party manufactunng of molecular diagnostic reagents that
were developed for commercialization at our TriPath Oncology facility. Our molecular diagnostic manufactur-
ing!is! performed in a dedicated suite built at the Burlington, North ‘Carolina facility.' Molecular reagent
products?‘consisﬂof mondclonal antibodies grown and puriﬁed in héuse, diluted, filled, labeled and packaged for
their a:nt1c1pated commercial release in 2005. We bélieve ‘we have: sufficient manufacturing expertise and
capamty to meet antlcrpated near-term customer demand for our molecular diagnostic product line.
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Molecular Imaging Systems

In 2004, we began manufacturing our new Interactive Histology Imaging System in Burlington, North
Carolina, in support of our exclusive sales and distribution agreement with Ventana. Our Interactive Histology
Imaging System consists primarily of off-the-shelf components and proprietary software. The components are
supplied by a variety of vendors, some of which are sole-source suppliers. We expect to begin manufacture of
our Molecular Cytology Imaging System in our Burlington, North Carolina facility in 2005. We believe we
have sufficient capacity to meet anticipated customer demand for our molecular imaging product line.

Lean Manufacturing Strategy

In 2002, we introduced Lean Manufacturing into our organization. Our Lean Manufacturing strategy
incorporates process improvement methodologies to eliminate non-value adding activities within the opera-
tions area to reduce costs, improve quality and product delivery. The Lean Manufacturing process improve-
ment strategy includes tools such as Value Stream Mapping, One-Piece Flow, Kanban Materials
Management and Kaizen implementation methodology. During 2004, value stream driven Kaizen events
continued, at a rate of at least one per month. We believe these efforts continuously serve to remove waste and
inefficiencies from our manufacturing processes, resulting in lower costs, improved quality and delivery to our
customers. '

Our Suppliers

Several components of our products are supplied by sole-source vendors. Subject to any of our exclusive
contractual arrangements, we may seek to establish relationships with additional suppliers for components of
our products. If any of our current or future sole-source suppliers are unable to provide an adequate and
constant supply of components, we will need to modify any components provided by additional or replacement
suppliers for use in our products. We may be unable to quickly establish additional or replacement sources of
supply for several of these components. The incorporation of new components, or replacement components
from alternative suppliers into our products may require us to submit PMA supplements to, and obtain further
regulatory approvals from, the FDA before marketing the products with the new or replacement components.
There can be no assurance that we will be able to obtain the necessary approvals.

Manufacturing Standards

Our manufacturing process is subject to extensive regulation by the FDA, including the FDA’s Quality
System Regulation (QSR, including Good Manufacturing Practice, or GMP) requirements. As part of the
FDA regulatory process, we face periodic FDA inspections and other periodic inspections by U.S. and foreign
regulatory agencies. See “Governmental Regulation.” Both the Burlington, North Carolina and Redmeond,
Washington facilities are subject to periodic FDA inspections. Failure to comply with the FDA’s QSR
requirements in the future would materially impair our ability to achieve or maintain commercial-scale
production. In addition, if we are unable to maintain full-scale production capability, acceptance by the
market of PrepStain, SurePath and FocalPoint would be impaired, which in turn would have a material
adverse effect on our business. '

In addition to QSR requirements, we are required to meet requirements relating to ISO 9001
certification, and European regulatory requirements. A European “CE” certification is.required ‘to successfully
sell PrepStain and FocalPoint in the European Economic Area (EEA, the 25 European Union member states,
plus Norway, Iceland and Liechtenstein) according to certain European Community (EC) directives. The
OEM supplier of the PrepStain instrument components has ISO 9001 certification and has obtained CE
certification for the main PrepStain component. In December 2003, we met the essential requirements of the
European In Vitro Diagnostic Medical Devices Directive (IVDD), which will allow us to add the CE Mark to
our cytology products, and we are now in a position to apply the CE mark to.the entire PrepStain system. The
FocalPoint System is certified to EN55022:94/CISPR 22, Class A, EN 50082-1 92, AS/NZS2064/
CISPR 11, Class A. '
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- We. obtained ISO 13485 certification-at our Burlington, North Carolina facility in 1999. We obtained
ISO ;13485 certification at our  Redmond, facility in.July :2003. Compliance audits have been routinely
conducted at both: our ;Burlington, North Carolma and Redmond, ;Washington facilities by certified 1SO
auditors, most: recently in October 2004 in Burlington and- January. and October 2004 in Redmond. We have
no! outstandmg deﬁcrencres related to these, comphance audits.. In ‘addition, the Burlington and Redmond
manufacturing. facilities successfully underwent ISO certification audits.in order to comply with Canadian
requirements, . which became effective on-January 1, 2003: Under, the Canadian requirements, third-party
certification of comphance with ISO 13485 0r 13488 &and Regulatron SOR/980282, as amended, is required
and was; obtalned ' »

Research and Dé‘velopment
’ Our research_and development programs are currently focused on three major goals:
L8 development‘ of molecular dragnostlc products for mahgnant melanoma and cancer of the cervix,

breast ovary and prostate, :

" « continued 1mprovement of the FocalPomt Imaging System PrepStam System and reagents and
' ’d1sposables'

SO o i | e . !
. development of molecular 1mag1ng systems g by

“‘\

Development of Molecular Diagnostic Products

“On. July 31, 2001 we entered into 4 series of agreements with Becton ‘Dickinson and Company (BD) to
develop and commercrahze molecular dlagnostlc products for melanoma and cancer of the cervix, breast,
ovary and prostate usmg ‘genomic and proteomrc markers rdentlﬁed at Millennium Pharmaceuticals, Inc.
(Mlllennr m)' The products we ' are’ developmg mcorporate .genomic ' and proteomic markers that were
identified through( dlscovery research conducted at Millennium ‘uider' its research and development agreement
with' BDJas well as’other markers that have been or may be identified independently of that agreement. In
January 2004 'thé molecular marker drscovery process ‘and transfer 6f all markers from Millennium’ was
completed ‘We have iised, and intend to use, these markers and related intellectual property to develop and
commermahze tests’ and other products for these cancers: We will share ‘cominercial responsibilities with BD
for any products that we “ultimately develop utrlrzmg the markers developed pursuant to our research and
development agreement w1th BD ‘

.o
Sy

Frve key, components of our product development strategy are, respons1ble for what we beheve are the
dlfferentratmg features of our molecular diagnostic products: N

1), Our, blomarker discovery process was outcome driven. We identified and valldated our molecular
ibromarkers based upon predetermined cllmcal spec1ﬁcat1ons and correlated the presence of specific
molecular blomarkers with a series of clinical spec1ﬁcat10ns for each of our targeted cancers. These
chmcal specrﬁcatlons are based upon unmet clmlcal needs and” what we perceive to be a significant
commercral opportumty ' S Sy

i 2) leen the blologrcal and chmcal complex1ty of cancer it is generally accepted that cancer onset
and progressmn are driven by multiple gene-related. changes As a result, with the exception of our RUO

reagents for melanoma each of our molecular assays, .meorporates multiple molecular biomarkers.

Hee ’3) lWe bel1eve that if properly selected, a ﬁmte number of molecular biomarkers will yield
~molecular proﬁles or signatures, that are corrélative with clinical phenotype and patient outcome,
'thereby, hmltmg the" complex1ty of test1ng ‘téchnology and mformat1on management that is required by
“the performmg laboratory With the exception of ‘our RUO' reagents for melanoma, our molecular
products 1ncorporate from three to eight molecular bromarkers per assay )

4) Our assay technologles are. bemg developed in. commercrally accepted formats to facilitate rapid
laboratory adopt1on For our slide-based assays, we have chosen a standard IHC or immunacytochemistry
(1CC) format, with ;standard colorometric bright field: detection .to facilitate the quantification of
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molecular markers (proteins) within the context of cellular morphology. For our blood-based screening
assays, we have chosen an immunoassay format that is capable of detecting and quantifying multiple
secreted proteins in blood. This approach requires us to generate monoclonal antibodies targeted to each
unique protein that we wish to quantify. We do this by first translating the unique gene sequences
identified by Millennium undet its research and development agreement with BD (as well as other
sequences that have been or may be identified independently of that agreement) into proteins using a
number of protein expression systems and ther develop monoclonal antibodies specific to each protein
through standard hybridoma technology. After each monoclonal antibody marker is independently
validated using clinical samples with known patient outcome, a marker panel will be assembled to achieve
the desired assay sensitivity and specificity.

5) We believe that the results obtained with molecular biomarkers in slide-based assays will be
interpreted, at least initially, in the context of historical standards of practice, such as morphology. Given
that tissue architecture, cell morphology, and precise sub-cellular localization of molecular biomarkers
will be an important tool for accurate cancer staging and prognosis, we have adapted our proprietary
image analysis platform to allow analysis and quantification -of multiple, discrete molecular markers
within the context of tissue distribution and cellular location. We also believe that in many cases clinical
outcomes are determined by subtle differences in gene or protein expression, and that these subtle
differences in gene and protein levels will require advanced imaging capability for quantification and
interpretation.

In November 2004, we announced that data generated from in-house research studies of an early version
of our proprietary formulation of multiple biomarkers derived from our cervical cancer development program
demonstrated a sensitivity of 93%, a specificity of 92%, a negative predictive value of 97%, and a positive
predictive value of 79% for biopsy proven moderate to severe cervical dysplasia in a retrospective cohort of
cervical samples. These and other data relating to the performance of individual biomarkers and the
proprietary formulation combining multiple biomarkers were presented at the Annual Scientific Meeting of
the American Society of Cytopathology in Chicago, Illinois. For the purpose of these research studies, the
biomarkers were incorporated into a proprietary, reproducible, easy-to-use, research format that utilizes
cervical cytology slides prepared from samples collected with the SurePath test pack. Individual biomarkers
and a combination of multiple biomarkers were evaluated as to their ability to detect biopsy proven cervical
dysplasia and cervical cancer as reflected in a histologic grade of CIN2 or greater (moderate to severe
dysplasia) in a retrospective cohort of samples. There can be no assurance that any products we develop, when
and if approved by applicable regulatory authorities, will demonstrate results that are the same as or are
similar to the results we obtained in our in-house studies.

In December 2004, we announced that data generated from in-house research studies of our breast
cancer biomarkers demonstrated a strong correlation between biomarker expression and recurrence of breast
cancer in archival breast tissue samples from a retrospective cohort of patients with early stage breast cancer.
The results of these in-house research studies were presented at the Annual San Antonio Breast Cancer
Symposium at a Company sponsored symposium held in San Antonio, Texas. For the purposes of these
research studies, five biomarkers were incorporated into a proprietary, reproducible, easy-to-use, research
assay that involves the staining of tissue biopsies on glass microscope slides. Tissue slides prepared from
archival breast tissue were stained with each of the five biomarkers allowing for evaluation of each biomarker
individually and as a panel of biomarkers by evaluatmg the combined results of two or more of the tissue
section slides. Biomarker staining was analyzed using a prototype of our Interactive Histology Imaging
System. While expression of each individual biomarker correlated with cancer recurrence, the strength of
correlation was significantly improved when the analysis included the combined results of two or more
biomarkers. The rate of breast cancer recurrence was directly related to the number of biomarkers that stained
positive. When no biomarkers were positive, the cancer recurrence rate was less than 20%. However, the
recurrence rate increased to 35% when one biomarker was positive, 65% when two biomarkers were positive,
and nearly 80% with three or more positive biomarkers. These results were independent of other known
prognostic indicators such as tumor size or HER-2/neu status. There can be no assurance that any products
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we, develop, when and if approved by applicable regulatory authontles will demonstrate results that are the
© same 'as or are, s1rmlar to the results we obtained in our in- -house studies. !

o Over the past two' years we have released several of our molecular diagnostic reagents in a RUO format to
fac111tate external research studies by independent 1nvest1gators We released RUO reagents for cervical and
breast cancer, stagmg in 2004. Investigators at the Massachusetts General Hospital, Johns Hopkins Hospital,
and the University of Colorado are’ currently evaluatlng the analytical and clinical performance of our RUO
reagents for cerv1cal cancer stagmg Investlgators atAlbany Medical: Collegc ar¢ currently evaluating the .
clinical performance of our RUO reagents for breast cancer staging. We expect the results of these research
studies will be available for review in the latter half of 2005. In data presented in 2004 from a study completed
in 2003, investigators at Albany Medical College observed that the measurement of melastatin™ expression
using our melanoma assay provided independent prognostic information that may be useful in determining the
risk 'of diseaseirecurrence and metastasis in patients with primary thin melanoma lesions. There can be no
assurance that the results of these research studies will demonstrate the results that are the same as or are
s1rmlar to: the results we obtained in our in-house studies.

'

Impro‘vement of FocalPoint Imaging System, PrepStain' System, Reagents and Disposables

Enhancements to both FocalPoint and PrepStam are specifically des1gned to increase the instruments’
elﬁcrency, ease' of use, reliability and cost- effectiveness. This also includes initiatives directed at extending the
shelf life of the SurePath and PrepStain lines of reagénts and preservanves used with the PrepStain system.
We are also contmumg to explore alternative uses for adjunctrve test1ng us1ng our SurePath preservatrve fluid.

Development of Molecular Imagmg Systems

' !

We are leveragmg our extenswe 1ntellectual property portfollo know how, and experience in image
analysis to develop molecular imaging systems that we believe will enhance the performance of our molecular
diagnostic products Our new interactive histology imaging system is designed to allow fast, reliable and cost
efféctive- quant1ﬁcatron of different. breast cancer markers applied to histological sections. Our Molecular
Cytology Imaglng System is being developed to identify abnormal cells on cytology slide preparations based on
the1r spec1ﬁc reactlon with molecular biomarkers. =

There can be no. assurance that any product enhancement or development project that we undertake,
either currently or in’ the future, will be successfully completed, receive regulatory approvals, be successfully
commergialized or demonstrate results that are the same as or-aré similar to our other early studies. The
failure of any such enhancement or project to be completed approved or commercialized could prevent us
from successfully competing in our- ‘targeted markets.

| - s |

'

As of December 31, 2004 we . had approx1rnately 70 employees engaged in research and development
activities: Our expendrtures for research and development were approximately $7.5 million, $8.9 million and
$11.3 mrlhon for.the years ended December 31, 2002, 2003 and 2004, respectively. See additional discussion in
Item 7 — Management s Discussion and Analysrs of Flnancral Condition and Results of Operations.”

Thlrd Party Relmbursement .
Cervzcal Cytologvt Product Line

‘ The vast maJorrty of private- th1rd -party medical insurance prov1ders and governmental agencies offer
coverage and re1mbursement for laboratory testing associated with routine medical examinations, including
* Pap smears as part of a wellness program. In the United States, thé lével of reimbursement by those third-
party payors for wellness testing, including the Pap smear, can vary cons1derably However, on average, since
the - majority ,of ‘third ‘party payors benchmark coverage and pricing based on Medicare coverage and
relmbursement determinations, there has been a general inerease in reimbursement amounts paid for cervical
cancer screenmg due!to a minimum payment of $14.76 established in 2002 by the Center for Medicare and
Medicaid Servrces (CMS) which administers Medicare. In addition ;to the minimum established by CMS,
subse,quentMedrcare National Limitation Amount (NLA) pricing for these procedures has created a positive



level of increased reimbursement for the newer technologies, including both the PrepStain and the FocalPoint.
Successful commercialization of PrepStain and FocalPoint. for cervical cancer screening in the United States,
and some other countries, will depend on the availability of reimbursement from such third-party payors.

Because the up-front costs of usmg our products are typically greater than the cost of the conventional Pap
smear, we have worked to convince third-party payors that the overall cost savings to the health care system,

resulting from early detection of cervical cancer and its precursors will more than offset the cost of our
products. The Medicare NLA for the various procedures that represent the technologies for cervical cancer
screening demonstrates the general revenue potential. As a result of the Medicare Modernization Act of 2003,

the clinical laboratory fee schedule for 2005 will remain the same as 2004. Below are the current NLA’s (as of
December 20()4) for the various CPT codes affecting our business:

CPT Code ) ] Description - NLA

.88164  Cytopathology smears, cervical or vaginal (Bethesda System reporting); manual
: screening under physician supervision oo ‘ $14.76
88147  Cytopathology smears, cervical or vaginal; screening by automated system under

physician supervision $15.90
88148  Cytopathology smears, cervical or vaginal, screening by automated system with

manual re-screening under physician supervision $21.23

88142 Cytopathology, cervical or vaginal (any reporting system), collected in preservative

fluid, automated thin layer preparation; manual screening under physician supervision $28.31
88174  Cytopathology, cervical or vaginal (any reporting system), collected in a preservative

fluid, automated thin layer preparation; with screening by automated system, under

physician supervision $29.85
88175  Cytopathology, cervical or vaginal (any reporting system), collected in a preservative

fluid, dutomated thin layer preparation; with screening by automated system and

manual re-screening, under physician supervision $37.01

We have focused on obtaining coverage and relmbursement from major national and regional managed
care organizations and insurance carriers throughout the United States. We have a reimbursement team to
work with third-party insurers and managed care organizations to establish and improve third-party
reimbursement rates for our products. Most third-party payor organizations independently evaluate new
diagnostic procedures by reviewing the published literature and the Medicare coverage and reimbursement
policies on the specific diagnostic procedures. To assist third-party payors in their respective evaluations of
PrepStain and FocalPoint, we provide scientific and clinical data to support our claims of the safety and
efficacy of our products. ' We focus on improved discase detection and long-term cost savings benefits in
obtaining reimbursement for PrepStain and FocalPoint for cervical cancer screening.

To date, the manually screened PrepStain thin-layer slide preparation procedure has achieved near
universal covérage from third-party payors, as has the FocalPoint primary screening procedure for convention-
ally-prepared slides. During 2004 the combined procedure of screening PrepStain slides on the FocalPoint has
also achieved near universal coverage from the commercial and managed care insurers. Over the past year,
laboratories utilizing the combined PrepStain/FocalPoint application have and continue to reahze positive
coverage and reimbursement from the vast majority of the third party payors.

We expect to continue to realize the positive reimbursement for our technologies we received in 2004
throughout 2005 from the payor community and will work to continue to demonstrate diagnostic and
economic value as new performance data is realized and made available. However, there can be no assurance
that such favorable relmbursement will continue.

¥

Molecular Diagnostic Products and Imaging Syst‘ems‘

As with our cervical cytology products, we expect that our molecular diagnostic reagents and imaging
systems will be primarily purchdsed by medical institutions and laboratories that bill third-party payers such as
government healthcare administration authorities, private health coverage insurers, managed care organiza-
tions and other similar organizations. Qur ability to earn sufficient returns on these products will depend in
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part on- the extent to which reimbursement for these products and related treatments will be available to our
customers from thrrd-party payers.- Generic billing codes and reimbursement schedules exist for slide based
1mmunohlstochem1stry and immunocytochemistry tests, including laboratory developed home brew assays,
and these: codes. reflect incremental reimbursement for image analysis. All of our slide based molecular
dragnosnc reagents are being developed in. either 1mmunohrstochem1stry or immunocytochemistry formats.
For' our cervzcal screenmg assay, it is likely that we will apply for erther a new code or a code based on the
Medlcare NLA 16 Teflect the increased utility of the test. For blood based screening reagents, we will most
llkely be requ1red to work with government healthcare administrative authorities to establish new billing codes
and reimbursement schedules While opportunities exist to enhance third party reimbursement if the results of
future .clinical tnal and peer reviewed published studies support unique and high value clinical claims, third-
party. payers ar¢ 1ncreas1ngly attempting to limit both the.coverage and the level of reimbursement of products
to contain costs;and if they are successful, ,our ability to generate revenue growth and profitably from our
molecular d1agnost1c products will be adversely affected.
.

Propnetary Technology and Inteliectual Propen‘.y .

We' currently hold over 110 issued or allowed United States patents. 'We have aggressively filed patents to
protect the intellectual property generated by TriPath Imaging through work done in our TriPath Oncology
segment for the molecular and imaging programs. We also hold over 70 foreign patents and have applied for
patent protectlon for certain aspects of out technology in various foreign countries. Many of our patents were
acquired in the merger of AutoCyte Inc. and NeoPath Inc. and the acquisition of the intellectual property and
technology of Neuromedrcal Systems, Inc. We further expanded, and are expanding, our patent portfolio
through the, acqulsltron of the intellectual property of Cell Analysis Systems from BD in September 1999 and
through our current work undertaken at TriPath Oncology. Our patents cover system components, such as the
d1saggregat10n syringe, .the PrepStain process, and various aspects of our high-speed image-interpretation
technology, as applied to cytopathology and. histopathology. Because of the substantial length of time and
expense- requ1red to brmg new products through development and regulatory approval to the marketplace, we
rely jofi a. combination of patents, trade secrets, copyrights and confidentiality agreements to protect our
proprletary technology, rights and know-how. We intend to continue to pursue patent protection where it is
available and gost- -effective, both in the United States as well as in other countries. Most of our existing
United- States‘and forergn patents will expire between. 2012 through 2020. Several of our foreign patents
exprred in. 2004, There can be no assurance, however, that the claims allowed in any of our existing or future
patentswill provrde competitive advantages for our products oor will not be successfully challenged or
c1rcumvented by oir competitors.

Our molecular concology program focuses on using new discoveries in genomics and proteomics research
to develop and commerc1a11ze molecular diagnostic products -to improve the early detection and clinical
management of. certam types of cancer. We have active programs in development seeking to create tests to
1dent1fy mdlvrduals with certain types of cancer. at the earliest possrble stage of the disease, provide
1nd1v1duahzed predrct1ve and prognostic information, guide treatment selection for patients with cancer, and
pred1ct d1sease recurrence. The core products and services we are developing will be based upon genomic and
proteomiic: markers that were 1dent1ﬁed through drscovery research conducted at Millennium under its
research and development agreement with BD as well as other markers that have been or may be identified
mdependently of. that agreement. We have sublicensed certain of BD’s rights to the proprietary markers. Our
approach to ‘marker d1sc0very, identification, and pnorrtrzatron is based on correlation with patient outcome
and 1nc]udes the evaluatron of markers that have been previously 1dent1ﬁed by others as well as novel markers
that have not been prevrously assoc1ated with our specific product 1nd1cat10ns As a result, to ensure our
freedom to ut1l1ze known markers and 1ntegrate them into our product candidates, we will in certain instances
be' requlred to lrcense them from third parties. We are concurrently pursuing intellectual property protection
for the. novel markers that we have identified and the proprietary formulations that we are creating from the
combmatlon‘ of erther novel or known markers as well as for molecular imaging systems. However, we cannot
be sure that we will be able to license' markers on acceptable terms, if at all, or establish intellectual property
protection. of our, novel markers, propnetary formulations or molecular imaging systems. During 2004, we filed
prov1s1onal patents ,that covered our discoveries, valrdatlon and clinical assay format development in our
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cervical screening, breast prognosis and ovarian molecular oncology programs. We cannot be sure that our
products or technologies do not infringe patents that may be granted in the future pursuant to pending patent
applications or that our products do not infringe any patents or proprietary rights of third parties or that all of
our issued patents are valid.

Under current law, patent applications in the United States and in foreign countries are generally
maintained in secrecy for a period after filing. The right to a patent in the United States is attributable to the
first to invent, not the first to file a patent application.

We have registered trademarks in the United States for AutoCyte®, AutoCyte Quic® CytoRich®,
ImageTiter®, PAPMAP®, PrepMate®, SlideWizard®, and TriPath Imaging®. We have pending
U.S. trademark applications for ## Series™, FocalPoint™, PrepStain™, ProEx™, SureDetect™, SurePath™,
TriPath Care Technologies™, and TriPath Oncology™. Foreign registrations are maintained for several of our
trademarks in Argentina, Australia, Brazil, Canada, Chile, China, the European Union, Finland, Hong Kong,
Indonesia, Israel, Japan, Malaysia, Norway, the Russian Federation, South Africa, Sweden, Switzerland,
Taiwan and the United Kingdom. We have pending foreign trademark applications for FocalPoint™, i
Series™, PAPNET®, PrepStain™, SurePath™, ProEx™ and TriPath Care Technologies™. In addition to
trademark activity, we include a copyright notice on all of our documentation and operating software. There
can be no assurance that any trademarks or copyrights that we own will provide competitive advantages for our
products or will not be challenged or circumvented by our competitors. '

Competition
Commercial Operations

The cervical cancer screening market is comprised of the conventional Pap smear process and certain
technologies that have been introduced in recent years or are currently under development to provide
improvements over the conventional Pap smear process. Our competitors in the development and commercial-
ization of alternative cervical cancer screening technologies include both publicly traded and privately held
companies. Alternative technologies known to us have focused on improvements in slide sample preparation,
the development of automated, computerized screening systems and adjunctive testing technologies. Never-
theless, some competitors’ products have already received FDA-approval and are being marketed in the
United States. In addition, one of our competitors has greater financial, marketing, sales, distribution and
technical resources than us, and more experiénce in research and development, chmcal trials, regulatory
matters, customer support and marketing. ‘ -

We believe that our products compete on the basis of a nimber of factors, including slide specimen
adequacy, screening sensitivity, ease of use, efficiency, cost to customers and performance claims. We believe
a fully automated solution incorporating collection, preparation, staining, and computerized imaging for liquid
based thin-layer preparations is required for sustaining our competitive advantage. While we believe that our
products will have competitive advantages based on some of these factors, there can be no assurance that our
competitors’ products will not have competitive advantages based on other factors, including earlier market
entry and scale, which may adversely affect market acceptance of our products. Moreover, there can be no
assurance that we will be able to compete successfully against current or future competitors or that
competition, including the development and commercialization of new products and technologies, will not
have a material adverse effect on our business. Qur products could be rendered obsolete or uneconomical by
technological advances of our current or potential competitors, the introduction and market acceptance of
competing products or by other alternative approaches for cervical cancer screening.

Our primary competltor in the Unlted States and abroad in thin-layer slide preparation is Cytyc.
Corporation (Cytyc). Cytyc’s systems, the ThinPrep 2000 and ThinPrep 3000 processors, are based on a
membrane-filtration separation system rather than the density gradient and centrifugation- approach used in
our PrepStain process. The Cytyc ThinPrep systems are presently the only other thin-layer sample preparation
systems approved by the FDA as a replacement for the conventional Pap smear. They are also used for non-
gynecological applications. Additionally, in Europe and in Latin America, there are a few small thin-layer
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compet1tors oﬁenng a manual method liquid based product. Currently these manufacturers have very little
market share and .are not -actively pursuing FDA approval for their products. Nonetheless they are creating
compet1t1ve actmty 1n France and in many countnes around the world

We also face' several competitors, or potent1al competltors in the imaging field. To date, the FocalPoint
system is the’ only FDA-approved device for the automated primary screening of thin-layer and conventional -
Pap smear slides! In June 2003, however, Cytyc announced that it had received approval from the FDA for
commercialization of its ThinPrep Imaging System, an interactive computer system that is designed to assist
cytotechnologlsts in the primary screening and diagnosis of its thin-layer slides. We are currently engaged in
litigation with Cytyc as to whether its ThinPrep Imaging System infringes certain of our patents. See
Item 3 — “Legal Proceedmgs below. Other competitors include ChromaVision Medical Systems, Inc.
(ChromaV1s1on) which recently announced its plans to change its name to Clarient, Inc. and has also.
announced its ‘1ntent1on to reposition itself as a diagnostic services company, develops, manufactures and
markets an automated cellular imaging system to assist in the detection, diagnosis and treatment of cellular
diseases such as cancer ‘and Applied Imagmg Corporation, which develops and markets automated genetic
testmg systems and imaging systems used i In cancer pathology and research which are capable of sending
dlgltal 1mages electromcally for remote rev1ew and consultation.

SR ‘ ‘ S
Molecular Dtagnosttc Reagents S
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Compet1t1on m the ﬁeld of cancer dlagnostlc products contlnues to be concentrated in a few areas and is
expected to further 1ntensrfy Aside from mammography screemng for breast cancer, the in vitro cancer
d1agnost1cs market consists primarily of tumor marker immunoassays.. The cancer immunoassay market
encompasses a, number of blood-based tumor marker tests that are utilized extensively to assess therapeutic
response and moriitor for disease recurrénce but have limited applications for screening due to their lack of
sensitivity .and- specificity. Currently, prostate specific antigen (PSA) is the only biood based tumor marker
that ‘is. umversally utxhzed for cancer screening. Among the companies competing in the tumor marker
immunoassay market are Abbott Diagnostics, Bayer D1agnost1cs Roche Dlagnostlcs Ortho Clinical Diagnos-
tics, Beckman Coulter and Dade-Behring.

We beheve tthat genom1c and proteomlc-based assays wil} likely prov1de a more accurate, disease-specific
understandmg of cancer to improve the clinical management of cancer. Although there are a number of
compames that are investing in genorhic and proteomic discovery research, few have invested as broadly in the
cancer dlagnostlcs area as we have through our relationship with BD: We view our primary competitors in this
area to be Abbott D1agnostlcs Bayer Diagnostics, and Roche Diagnostics. Abbott Laboratories, through its
acqulsmon lof Vys1s Inc. 'develops and markets clinical laboratory products targeting DNA chromosomal and
genomic abnormalities for cancer and pre- and post-natal genetic disorders. Bayer D1agnost1cs and Roche
D1agnost1cs operate in the immunoassay and tumor marker markets e | :
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‘ ’In addmon to 1mmunoassay-bascd tests, we believe the staging, prognosis and predlctlon of outcomes will
also be heav11y mﬂuenced by the assessment of special stains utilizing THC and in situ hybridization
(ISH) techmques on tissue specimens. The primary compames currently competing in this area are Dako
Corporauon and Ventana Medical Systems, Inc. Both. companies speCIahze in automated IHC staining
mstrumentat1on and otfer a wide range of validated IHC tumor markers.

We also have several competitors with competing technology in the molecular diagnostics field. TriPath
Oncology faces a host ‘of competition from companies such as Roche Diagnostics, Abbott Laboratories,
EXACT Séiences Corporation, Correlogics Systems, Inc., Genomic Health, Ciphergen, Celera Diagnostics,
and Bayer Diagnostics, all of which have announced active programs in this area. There can be no assurance
that, these. or other competitors will not succeed in- developing: technologies and products that are more
eﬁ'ectlve easier tojuse or less expensive that those which we currently. offer or are developing, or that would
render our; techriology-and products obsolete. In addition, these or other competitors may succeed in obtaining
FDA and/other- regulatory clearances and approvals of their products that we are unable to obtain or more
rap1dly than we can. o
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Government Regulation

The design, testing, manufacture, labeling, distribution, advertising, promotion and sale of our medical
diagnostic devices is subject to extensive governmental regulation in the United States and in other countries
where we sell our products. In addition, our research and development activities in the United States are
subject to various health and safety, employment and other laws and regulations.

United States FDA Approval

PrepStain and FocalPoint are regulated for cervical cytology applications in the United States as medical
devices by the FDA under the Federal Food, Drug, and Cosmetic Act, or the FDC Act, and require pre-
market approval by the FDA prior to commertcial distribution. In addition, certain modifications to the design,
performance, manufacturing process or labeling of medical devices are subject to FDA review and approval
before marketing. FDA may impose conditions of approval or restrictions on the sale, distribution, or use of
devices. Pursuant to the FDC Act, the FDA regulates the pre-clinical and clinical testing, design,
manufacture, storage, labeling, distribution, record keeping, reporting, sales, marketing, advertising and
promotion of médical devices in the United States. The FDA also regulates the import and export of medical
devices. Noncompliance with applicable requirements, including good clinical practice requirements and QSR
requirements, can result in enforcement action which can include any of the following sanctions: the
suspension or withdrawal of authorization of clinical studies, the refusal of the government to grant pre-market
approval or premarket clearance for devices, suspension or withdrawal of clearances or approvals, warning
letters, operating restrictions, total or partial suspension of production, distribution, sales and marketing,
customer notification, orders for repair, replacement, or refund, fines, injunctions, civil penalties, recall or
seizure of products, and criminal prosecution of a company, its officers and employees.

Medical devices are classified into one of three classes, Class I, II or 111, on the basis of the controls
deemed by the FDA to be necessary to reasonably ensure their safety and effectiveness. Class I devices are
subject to general controls (e.g., establishment registration, labeling, recordkeeping, reporting, and adherence
to FDA-mandated quality system requirements, including QSR), and, in some cases, pre-market notification
under Section 510(k) of the FDC Act. Class II devices are subject to general control$, in most cases to pre-
market notification under Section 510(k) of the FDC Act, and to special controls (e.g., performance
standards, patient registries and FDA guidelines). Generally, Class III devices are those that must receive
pre-market approval by the FDA to ensure their safety and effectiveness, including life-sustaining, life-
supporting and implantable devices, and also “new” devices that were not on the market before May 28, 1976
and for which the FDA has not made a finding of “substantial equivalence” based on a pre-market
notification. Class I1I devices usually require data from clinical testing that demonstrates the device is safe
and effective, and must have FDA approval of a premarket approval application, or PMA, under Section 515
of the FDC Act, prior to marketing and distribution. The conduct of clinical studies is subject to FDA
regulations, including requirements for institutional review board (or IRB) approval, informed consent, record
keeping, and reporting. Clinical studies of “significant risk” devices, including many Class III devices, also
require FDA approval of an investigational device exemption (IDE) application pr